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ANDA 76-241

JUIN 25 2003

Amide Pharmaceutical, Inc.
Attention: Jasmine Shah
101 East Main Street
Little Falls, NJ 07424

Dear Sir:

This is in reference to your abbreviated new drug application

(ANDA) dated September 21, 2001, submitted pursuant to Section
505(j) of the Federal Food, Drug, and Cosmetic Act (the Act),

for Mirtazapine Tablets, 15 mg, 30 mg, and 45 mg.

Reference is also made to our tentative approval letter dated
February 12, 2003, and to your amendments dated May 28, and
June 11, 2003. We also acknowledge receipt of your
correspondence dated June 20, 2003, addressing patent issues
explained in further detail below.

The listed drug product referenced in your application, Remeron
Tablets of Organon Inc., appears to be subject to a period of
patent protection. As noted in the agency’s publication
entitled Approved Drug Products with Therapeutic Equivalence
Evaluations, the “Orange Book”, U.S. patent 5,977,099 (the ‘099
patent) is scheduled to expire on June 16, 2017. Your
application contains a paragraph IV certification to the ‘099
patent under Section 505(J) (2) (A) (vii) (IV) of the Act stating
that your manufacture; sale, or use of Mirtazapine Tablets will
not infringe on this patent. Section 505(j) (5) (B) (iii) of the
Act provides that approval of an ANDA shall be made effective
immediately, unless an action is brought against Amide
Pharmaceutical, Inc. (Amide) for infringement of the 099 patent
which was the subject of the paragraph IV certification. This
action must be brought against Amide prior to the expiration of
forty-five (45) days from the date the notice you provided under
paragraph (2) (B) (1) was received by the NDA/patent holder(s).
You notified the agency that Amide complied with the
requirements of Section 505(7j) (2) (B) of the Act, and that a
patent infringement action was initiated in the United States
District Court for the District of New Jersey (Azko Nobel N.V.



and Organon Inc. v. Amide Pharmaceutical, Inc., Civil Action No.
02-CV0190-FSH). You subsequently informed the agency that the
court entered a dismissal (with prejudice) of the above
litigation into the docket. This dismissal represented an
adjudication of non-infringement of the ‘099 patent.

The agency also recognizes that the eligibility for 180-day
generic drug exclusivity under Section 505(7j) (5) (B) (iv) of the
Act awarded to TEVA Pharmaceuticals, Inc. for Mirtazapine
Tablets 15 mg and 30 mg has expired. This exclusivity was
triggered by TEVA’s December 18, 2002, district court decision,
and is also applicable to the 45 mg strength. Furthermore, with
the expiration of eligibility for 180-day exclusivity for
Mirtazapine Tablets 15 mg, 30 mg, and 45 mg, the agency has
honored Organon Inc.’s request to remove the ‘099 patent from
the Orange book.

We have completed the review of this abbreviated application and
have concluded that the drug is safe and effective for use as
recommended in the submitted labeling. Accordingly, the
application is approved. The Division of Bioequivalence has
determined your Mirtazapine Tablets, 15 mg, 30 mg, and 45 mg, to .
be biocequivalent and, therefore, therapeutically equivalent to
the listed drug, Remeron® Tablets, 15 mg, 30 mg, and 45 mg,
respectively, of Organon, Inc. Your dissolution testing should
be incorporated into the stability and quality control program
using the same method proposed in your application.

Under Section 506A of the Act, certain changes in the conditions
described in this abbreviated application require an approved
supplemental application before the change may be made.

Post-marketing reporting requirements for this abbreviated
application are set forth in 21 CFR 314.80-81 and 314.98. The
Office of Generic Drugs should be advised of any change in the
marketing status of this drug.

We request that you submit, in duplicate, any proposed
advertising or promotional copy that you intend to use in your
initial advertising or promotional campaigns. Please submit all’
proposed materials in draft or mock- up form, not final print.



Submit both copies together with a copy of the proposed or final
printed labeling to the Division of Drug Marketing, Advertising,
and Communications (HFD-40). Please do not use Form FDA 2253
(Transmittal of Advertisements and Promotional Labeling for
Drugs for Human Use) for this initial submission.

We call your attention to 21 CFR 314.81(b) (3) which requires
that materials for any subsequent advertising or promotional
campaign be submitted to our Division of Drug Marketing,
Advertising, and Communications (HFD-40) with a completed Form
FDA 2253 at the time of their initial use.

Sincerely yours,(/7 /
/ Wa -

l@i o

Gary Buehler

Director

Office of Generic Drugs
Center for Drug Evaluation and Research
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ANDA 76-241
FEB 12 2003

Amide Pharmaceutical, Inc.
Attention: Jasmine Shah
101 East Main Street
Little Falls, NJ 07424

Dear Sir:

.This is in reference to your abbreviated new drug
application (ANDA) dated September 20, 2001, submitted
pursuant to Section 505(j) of the Federal Food, Drug, and
Cosmetic Act (the Act), for Mirtazapine Tablets, 15 mg,
30 mg, and 45 mg.

Reference is also made to your amendments dated June 6,
August 20, August 26, October 21, November'8, and

December 30, 2002; and January 14, 2003. Reference is also
made to your correspondence dated January 14, December 11,
and December 19, 2002, pertaining to patent issues
associated with the reference listed drug product.

We have completed the review of this abbreviated
application and have concluded that based upon the
information you have presented to date, the drug 1s safe
and effective for use as recommended in the submitted
labeling. Although we are unable to grant final approval
to your application because of issues related to (1) a
listed patent which resulted in the ongoing litigation
explained below, and (2) 180-day generic drug exclusivity,
the application is tentatively approved. This
determination is based upon information available to the
Agency at this time (i.e., information in your application
and the status of current good manufacturing practices
(cGMPs) of the facilities used in the manufacture and
testing of the drug product). The determination is subject
to change on the ba81s of new information that may come to
our attention.



. X

The listed drug product (RLD) referenced in your

application, Remeron® Tablets of Organon Inc., is subject
to a period of patent protection and exclusivity. As noted
in the agency’s publication entitled Approved Drug Products
with Therapeutic Equivalence Evaluations, U.S. patent
5,977,099, (the ‘099 patent) is due to expire on June 16,
2017. Your application contains a paragraph IV
certification to the ‘099 patent under Section
505(3) (2) (A) (vii) (IV) of the Act. This certification
states that the ‘099 patent “is invalid and/or
unenforceable, and/or will not be infringed” by your
manufacture, use, or sale of Mirtazapine Tablets 15 mg,

30 mg, and 45 mg. Section 505(3j) (5) (B) (iii) of the Act
provides that approval of an ANDA shall be made effective
immediately, unless an action is brought against Amide
Pharmaceutical, Inc. (Amide) for infringement of the ‘099
patent. Such action must be brought against Amide prior to
the expiration of forty-five (45) days from the date your
notification was received by the NDA/patent holder. You
have notified the agency that Amide complied with the
requirements of Section 505(j) (2) (B) of the Act and that as
a result litigation is underway in the United States
District Court for the District of New Jersey involving a
challenge to the ‘099 patent (Organon Inc. and Akzo Nobel
N.V. v. Amide Pharmaceutical, Inc., Civil Action No. 02-
CV0190-FSH). Therefore, with respect to this patent
litigation, final approval may not be granted until:

1. a. the expiration of the 30-month period
provided for in section 505 (j) (5) (B) (iii)
since the date of receipt of the 45-day
notice required under section
505(3) (2) (B) (1), unless the court has
extended or reduced the period because of
the-failure of either party to reasonably
cooperate in expediting the action, or,

b. the date of a court decision
(505(3) (5) (B) (1ii) (I), (II), or (III)],
or,
c. the ‘099 patent haé expired, and
2. The Agency is assured there is no new information

that would affect whether final approval should
be granted.



Wl

However, the Act also provides that approval of an ANDA
that contains a paragraph IV certification, and that
provides for approval of the same drug product as that for
which another ANDA containing a paragraph IV certification
was previously received, shall be made effective not
earlier than one hundred and eighty (180) days after:

1. the date the Secretary receives notice from the
applicant of the previous application that-
commerical marketing of the drug product approved
in that application was initiated, or

2. the date of a decision of a court holding the
‘099 patent to be invalid or not infringed;
whichever option occurs first (Section
505(3) (5) (B) (iv).

With regard to Mirtazapine Tablets, 15 mg, 30 mg, and

45 mg, the Office of Generic Drugs received and filed ANDAs
from other applicants containing paragraph IV
certifications to the ’099 patent for each strength prior
to the filing of your application. Accordingly, your
application will not be eligible for full approval until
180 days following the earlier of event 1. or 2. noted in -
the above paragraph. We refer you to the agency’s guidance
document entitled “180-Day Generic Drug Exclusivity Under
the Hatch-Waxman Amendments” (June 1998), for additional
information. .

In order to reactivate your application prior to final

~approval, please submit a MINOR AMENDMENT - FINAL APPROVAL

REQUESTED approximately 90 days prior to the date you
believe your application may be considered for final
approval. Your amendment must provide:

1. A copy of a court order or judgement, a
settlement agreement between the parties, a
licensing agreement between you and the patent
holder, or any other relevant information to
document the start/end of the 180-day generic
drug exclusivity period, and

2. a. updated information related to final-printed
labeling or chemistry, manufacturing and
controls data, or any other change in the
conditions outlined in this abbreviated
application, or



b. a statement that no such changes have been
made to the application since the date of
tentative approval.

Any changes in the conditions outlined in this abbreviated
application and the status of the manufacturing and testing
facilities' compliance with current good manufacturing
procedures are subject to Agency review before final
approval of the application will be made.

In addition to, or instead of the amendments referred to
above, the Agency may, at any time prior to the final date
of approval, request that you submit amendments containing
the information requested above.

Failure to submit either or both amendments may result in
rescission of this tentative approval determination, or
delay in issuance of the final approval letter.

The drug product that is the subject of this abbreviated
application may not be marketed without final Agency
approval under section 505 of the Act. The introduction or
delivery for introduction into interstate commerce of this
drug before the effective final approval date is prohibited
under section 501 of the Act. Also, until the Agency
issues the final approval letter, this drug product will
not be listed in the Agency's "Approved Drug Products with
Therapeutic Equivalence Evaluations" list.

The amendment requesting final approval should be
designated as a MINOR AMENDMENT - FINAL APPROVAL REQUESTED
in your cover letter. Should you have additional questions
about the status of this application, please contact Nicole
Park, Pharm.D., Project Manager, at 301-827-5798.

Sincerely yours,

el

Gary Buehler' thJ o3
Director

Office of Generic Drugs :
Center for Drug Evaluation and Research
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P ) Amide

PHARMACEUTICAL, INC.

Each Tablet Contains:
Mirtazapine ..............cccoce..... 15mg

NOC 52152-226-30

MIRTAZAPINE
TABLETS

Usual Dosage: Read enclosed
prescribing information.

Store at controlled room temperature
15°-30°C (59°-86°F) [See USP].

Dispense in tight, light-resistant container
as defined in the USP.

Yellow colored, modified oval shaped film

JRY

52152-226-30

AMIDE PHARMACEUTICAL, INC.
101 East Main Street
Little Falls, NJ 07424 USA

L. 15mg APPROVED

coated tablets, debossed “A226” on one

R - - side and bisect on the other.

A Controf No.:
X only - Exp. Date:
30 TABLETS JUN 25 2003 .

L
. -ﬁmtc{e
. PHARMACEUTICAL, INC. . .
NDC 52152-226-11 ‘

' B Ml RTAZAPI N E Eachiil:scintaiié " )
s - D g : TABLETS MIRGZAPIN .- evovveoeeeeeeeere e e eceerereenss 15mg
15 mg

Usual Dosage: Read enclosed prescribing
information.
Store at controlled room temperature 15°-30°C
(59°-86°F) [See USP].
Yellow colored, modified oval shaped film coated
tablets, debossed “A226" on one side and bnsect on
the other.
This unit-dose package is not child-resistant. ff
dispensed for outpatient use, a child-resistant
container should be used.
PROTECT FROM LIGHT AND MOISTURE.

AMIDE PHARMACEUTICAL, INC. 1

101 East Main Street
Little Falis, NJ 07424 USA

52152-226-11

Each Tablet Contains:
Mirtazapine
Usual Dosage: Read enclosed prescribing
information.

Store at controfied room temperature 15°-30°C
(59°-86°F) [See USP).

Yellow colored, modified oval shaped film coated
tablets, debossed “A226" on one side and bisect on

Rx only
100 Unit-Dose Tablets (10 x 10)

Control No.:
Exp. Date
8213-01

-g;zic{e

PHARMACEUTICAL, INC.

NDC 52152-226-11

MIRTAZAPINE
TABLETS
15 mg

..15mg

@ : the other.
! ﬂN ? 5 20{)"' This unit-dose package is not child-resistant. If
" 'xJ dispensed for outpatient use, a child-resistant

container should be used.
PROTECT FROM LIGHT AND MOISTURE.
AMIDE PHARMACEUTICAL, INC.

101 East Main Street
Little Falls, NJ 07424 USA

o Rx only
“ - - 100 Unit-Dose Tablets (10 x 10)

de
ml e Each Tablet Cont;ins:

PHARMACEUTICAL, INC. . Mirtazapine ......................... 15mg
Usual_Dpsage: Read enclosed
prescribing information.
Store at controlled room tem

0 perature
15°-30°C (59°-86°F) [See usP}.
Dispense in tight, light-resistant cont,
as defined in the USP. nitainer

Yellow colored, modified oval shaped fi

, iim
coated tablets, debossed “A226” cl;’n one
side and blsect on the other.

Control No.:
Exp. Date!
8213-01

NDC 52152-226-04

MIRTAZAPINE

TABLETS 4ppp,,
15mg gy,

MR

52152-226-04

AMIDE PHARMACEUTICAL, INC.
101 East Main Street
Little Falls, NJ 07424 USA

Control No.:
Exp. Date:

500 TABLETS

8212-01



Amide

PHARMACEUTICAL, INC.

Each Tablet Contains:

NDC 52152-228-30

MIRTAZAPINE
TABLETS

APPROVEL

Usual Dosage: Read enclosed

prescribing information.

Store at controlled room temperature

15°-30°C (59°-86°F) [See USP). 5
Dispense in tight, light-resistant container
as defined in the USP.

. |
Mirtazapine ......................_.. 45mg
N
-3

i

2152-228-30 °

AMIDE PHARMACEUTICAL, INC.

101 East Main Street

Little Falls, NJ 07424 USA

4 5 m g Whit((:d colg;’ed, r;ogiﬁez;;v:lz Zréaped film
coated tablets, debossed “ " on one
ide. ntrol No.:
Rx only JU N 2 5 20@8 e (E:xop.'ola::
30 TABLETS 8217-01
Lmide
PHARMACEUTICAL, INC.
NDC 52152-228-11
g N
MIRTAZAPINE 215222811 ¢
Each Tablet Contains:
' Mirtazapine ......._................. 45
’ TA B I.. ETS Usual Dosage: Read enclosed prescribing

N2sg

Rx only

200,
APPROYER 3

100 Unit-Dose Tablets (10 x 10)

PHARMACEUTICAL, INC.

NDC 52152-228-04

MIRTAZAPINE
TABLETS

45 mg |

Rx only

500 TABLETS

inlormatioq.

Store at controlled room temperature 15°-30°C
(59°-86°F) [See USP].

White colored, modified oval shaped film coated
tablets, debossed “A228" on one side.

container should be used.
PROTECT FROM LIGHT AND MOISTURE.

AMIDE PHARMACEUTICAL, INC.
101 East Main Street
Little Falls, NJ 07424 USA

Each Tablet Contains:
Mirtazapine ......................... 45 mg

Usual Dosage: Read enclosed
prescribing information.

Store at controlled room temperature
15°-30°C (59°-86°F) [See USP].
Dispense in tight, light-resistant
container as defined in the USP.

White colored, modified oval shaped film
coated tablets, debossed “A228” on one
side.

This unit-dose package is not child-resistant. If
dispensed for outpatient use, a child-resistant

Exp. Date:

Control No.:
8219-01

70N n

T

52152-228-04 8

AMIDE PHARMACEUTICAL, INC.
101 East Main Street
Little Falls, NJ 07424 USA

Control No.:
Exp. Date:

8218-01

AEYE



........

Mirtazapine Tablet 15 mg
NDCH# 52152-XXX-XX
Control # XOOOXX

Exp Date: MM/YYYY
Amide Pharmaceutical, Inc.
Little Falls, NJ 07424

220 ON "stied ami

9} ‘[EORNSOBULIEY SpILY

AAAAINN 91eq dx3
XOOOKXX # 10U0D
YOCXXX-Z§125 #00N

Buw G4 Jajqe] dudeze N |

¥Zy.0 PN 'Siied o

mgt&:?;? :ZT;;;ZtXXﬁ " .| "oul‘jeopnedeuLeld Spiy
Control # YO0 = ARAAMI 9180 6
Exp Date: MMYYYY L Xxmggoggg
Amide Pharmaceutical, Inc. = But ot 1oIe} SUKdET
Litte Falls, NJ 07424 = g1 191qe, auidezel
Mirtazapine Tablet 15 mg ?g o’ egzvégem:“eg o
NDC# 52152-006XX | 1eonn Ud opiury
Control # XXXXXX MAANW :51eg dx3
Exp Date: MMYYYY ! )O(XXXX))((X;;(L 2%83
Amide Phamaceutical, Inc. £~ g ey 10 <

Little Falls, NJ 07424 - Buig) jiqeL aul ezELIN
Mirtazapine Tablet 15mg 1~ .« evolzégem 'snei anu;ln
NDC# 52152-XXX-XX o "oul e uueid p!d v
Control # XOXOXX tho AAANWN - #‘Tc?u u:)(g
paiendbi E% XEXXX-TG12G #OaN

i i &
Amide Pharmaceutical, inc. B o} 9106 L SwdezeN

Litle Falls, NJ 07424

Mirtazapine Tablet 15 mg
NDC# 52152-XXX-XX
Control # XX00X

Exp Date: MMIYYYY
Amide Pharmaceutical, Inc.
Litile Falls, NJ 07424
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CENTER FOR DRUG
EVALUATION AND
RESEARCH

APPLICATION NUMBER:

76-241

CSO LABELING REVIEW(S)



APPROVAL SUMMARY
REVIEW OF PROFESSIONAL LABELING
DIVISION OF LABELING AND PROGRAM SUPPORT
LABELING REVIEW BRANCH

ANDA Number: 76-241 - Date of Submission: November 8, 2002
Applicant's Name: Amide Pharmaceutical, Inc.

Established Name: Mirtazapine Tablets, 15 mg, 30 mg, and 45 mg

APPROVAL SUMMARY (List the package size, strength(s), and date of submission for approval):
Do you have 12 Final Printed Labels and Labeling? Yes No If no, list why:
Container Labels: 15 mg, 30 mg and 45 mg (30s, and 500s)
Satisfactory in FPL as of the June 6, 2002 submission (Vol 2.1 Attachment 6).
Unit Dose Blister Labels: 15 mg, 30 mg and 45 mg (2x5)
Satisfactory in FPL as of the November 8, 2002 submission (Vol 3.1 Attachment 2).
Unit Dose Carton Labeling: 15 mg, 30 mg and 45 mg 100s (10x10)]
Satisfactory in FPL as of the June 6, 2002 submission (Vol 2.1 Attachment 6).
Professional Package Insert Labeling:
Satisfactory in FPL as of the November 8, 2002 submission (Vol 3.1 Attachment 2)[Code8220-
04;Rev: 11/02].
Revisions needed post-approval: None

BASIS OF APPROVAL.:
Patent/ Exclusivities

Patent Data — 20-415

No Expiration . Use Code Use File

5,977,099 6-16-17 Pharmaceutical v
composition
comprising
mirtazapine and
one or more
selective serotonin
reuptake inhibitors

Exclusivity Data - 20415~

Use Description .
Code/sup Expiration Code Labeling Impact
INFORMATION DENOTING THE EFFICACY OF Changes o CLINICAL
5009 4905 M-18 REMERON IN MAINTAINING A RESPONSE IN g:égﬂf.ﬁghgi:&
PATIENTS WITH MAJOR DEPRESSIVE DISORDER
(MDD) DOSAGE AND
ADMINISTRATION

Was this approval based upon a petition? No -

What is the RLD on the 356(h) form: Remeron® Tabiets

NDA Number: 20-415

NDA Drug Name: Remeron® (mirtazapine) Tablets

NDA Firm: Organon

Date of Approval of NDA Insert and supplement #: 9/30/02 (S-015) and 4/9/02 (S-009)
Has this been verified by the MIS system for the NDA? Yes



Was this approval based upon an OGD labeling guidance? No
Basis of Approval for the Container Labels: side-by-sides
Other Comments:

REVIEW OF PROFESSIONAL LABELING CHECK LIST

Established Name

Different name than on acceptance to file letter?

Is this product a USP item? If so, USP supplement in which verification was assured.

Is this name different than that used in the Orange Book?

If not USP, has the product name been proposed in the PF?

x| x| x| x|

Error Prevention Analysis

Has the firm proposed a proprietary name? No.

Packaging

Is this a new packaging configuration, never been approved by an ANDA or NDA? If yes, describe in FTR.

Is this package size mismatched with the recommended dosage? If yes, the Poison Prevention Act may require a

CRC. X
Does the package proposed have any safety and/or regulatory concerns? X
Conflict between the DOSAGE AND ADMINISTRATION and INDICATIONS sections and the packaging

configuration? X
Is the strength and/or concentration of the product unsupported by the insert labeling? X

Is the color of the container (i.e. the color of the cap of a mydriatic ophthalmic) or cap incorrect?

Individual cartons required? Issues for FTR: Innovator individually cartoned? Light sensitive product which might
require cartoning? Must the package insert accompany the product?

Are there any other safety concerns?

Labeling

Is the name of the drug unclear in print or lacking in prominence? (Name should be the most prominent information

on the label). X
Has applicant failed to clearly differentiate multiple product strengths? X
Is the corporate logo larger than 1/3 container label? (No regulation - see ASHP guidelines) X
Does RLD make special differentiation for this label? (i.e., Pediatric strength vs Aduit; Oral Solution vs Concentrate,

Warning Statements that might be in red for the NDA) X
Is the Manufactured by/Distributor statement incarrect or falsely inconsistent between labels and labeling? Is "Jointly

Manufactured by...", statement needed? X
Failure to describe solid oral dosage form identifying markings in HOW SUPPLIED'> X

Has the firm failed to adequately support compatibility or stability claims which appear in the insert Iabehng” Note:
Chemist should confirm the data has been adequately supported.

Scoring: Describe scoring configuration of RLD and applicant (page #) in the FTR

Is the scoring configuration different than the RLD?

Has the firm failed to describe the scoring in the HOW SUPPLIED section? THEY HAVE STATED THAT THE 15 mg
and the 30 mg are scored but they have not stated that the 45 mg are unscored

Inactive Ingredients: (FTR: List page'#in application where inactives are listed)

Does the product contain alcohol? If so, has the accuracy of the statement been confirmed?

Do any of the inactives differ in concentration for this route of administration?

Any adverse effects anticipated from inactives (i.e., benzyl alcohol in neonates)?

Is there a discrepancy in inactives between DESCRIPTION and the composition statement?

Has the term "other ingredients” been used to protect a trade secret? If so, is claim supported?

Failure to list the coloring agents if the composition statement lists e.g., Opacode, Opaspray?

Failure to list dyes in imprinting inks? (Coloring agents e.g., iron oxides need not be listed)

X X Xy x| x| X[ x

USP Issues: (FTR: List USP/NDA/ANDA dispensing/storage recommendations)

Do container recommendations fail to meet or exceed USP/NDA recommendations? If so, are the recommendations

supported and is the difference acceptable? X
Because of proposed packaging configuration or for ang other reason, does this applicant meet fail to meet all of the X
unprotected conditions of use of referenced by the R

Does.USP have labeling recommendations? If any, does ANDA meet them?

Is the product light sensitive? If so, is NDA and/or ANDA in a light resistant container? X

Failure of DESCRIPTION to meet USP Description and Solubility information? If so, USP information shouid be used.




However, only include solvents appearing in innovator labeling.

Bioequivalence Issues: (Compare bicequivalency values: insert to study. List Cmax, Tmax, T 1/2 and date
study acceptable)

Insert labeling references a food effect or a no-effect? If so, was a food study done?

Has CLINICAL PHARMACOLOGY been modified? If so, briefly detait where/why.

Patent/Exclusivity Issues ?: FTR: Check the Orange Book edition or curulative supplement for verification
of the latest Patent or Exclusivity. List expiration date for all patents, exclusivities, etc. or if none, please state.

FOR THE RECORD: (portions taken from previous review)

1.

9/30/02.

Review based on the labeling of Remeron® (NDA 20-415/S-009), approved 4/9/02 and S-015 approved

The firm has sought pediatric exclusivity for their pediatric clinical studies, however they were denied
exclusivity because of their failure to obtain longer-term safety data as required under the written request.

(See file folder)
Patent/Exclusivities:
Patent Data — 20-415
No Expiration Use Code Use File
5,977,099 6-16-17 Pharmaceutical v
composition
comprising
mirtazapine and
one or more
selective serotonin
reuptake inhibitors

Exclusivity Data - 20-415

_ Use Description .
Code/sup Expiration Code Labeling Impact
INFORMATION DENOTING THE EFFICACY OF Changes to CLINICAL
S-009 4-9.05 o M-18 REMERON IN MAINTAINING A RESPONSE IN SFTEAC?/-QAL’JA\T?glN-gEIH
PATIENTS WITH MAJOR DEPRESSIVE DISORDER .
(MDD) : DOSAGE 'AND
ADMINISTRATION

Summary of labeling changes as a result of the above exclusivity:

a. CLINICAL PHARMACOLOGY

Last paragraph of section - describing a longer-term study - was carved out.

b. INDICATIONS AND USAGE (Third paragraph)
i. First sentence revised.
if. Second sentence deleted.
jii. Last sentence revised

C. PRECAUTIONS (Use in Patients with Concomittant lliness)




Second sentence deleted.
d. ADVERSE REACTIONS

i ECG Changes subsection revised

ii. New subsection added as last subsection.
e. DOSAGE AND ADMINISTRATION

Maintenance/Extended Treatment subsection revised.

3. Amide is the manufacturer (p 3166 v B 1.1).

4, The drug product will be made available in container sizes of 30s (CRC), 500s (non-CRC), and
unit dose 100s (10 x 10). The RLD is available in container sizes of 30s (all three strengths),
100s (15 mg and 30 mg), and UD 100s (15 mg and 30 mg).

5. The inactives are accurately listed in the DESCRIPTION section (pp 3012- 3014 v B 1.1).

6. The tablet descriptions are accurate as seen in the HOW SUPPLIED section (pp 3727, 3731,
3735v B 1.2).

7. Storage Conditions:

NDA - Store at 25°C (77°F);excursions permitted to 15°-30°C (59°-86°F)[see USP Controlled Room

Temperature]. Protect from light and moisture

ANDA — Store at controlled room temperature 15° - 30°C (59° - 86°F)[see USP].

USP — not USP
8. Dispensing Recommendations:

NDA — Dispense in a tight, light-resistant container as described in the USP.

ANDA - Dispense in tight, light-resistant container as defined in the USP.

USP — not USP
9. Scoring:

NDA - 15 mg and 30 mg — scored --- 45 mg - unscored

ANDA - same as NDA
Date of Review: November 26, 2002 Date of Submission: ‘11-08-02
Primary Reviewer: Michelle Dillahunt Date:

S| Bz
G
Team Leader: L|I)e Golson . Date: ,
i% - 4 L/ 9// 0

cc:  ANDA: 76-241

DUP/DIVISION FILE
HFD-613/MDillahunt/LGolson (no cc)
VAFIRMSAM\AMIDE\LTRS&REV\76241ap.|
Review
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REVIEW OF PROFESSIONAL LABELING
DIVISION OF LABELING AND PROGRAM SUPPORT
LABELING REVIEW BRANCH

ANDA Number: 76-241 - Date of Submission: October 21, 2002

Applicant's Name: Amide Pharmaceutical, Inc.
Established Name: Mirtazapine Tablets, 15 mg, 30 mg, and 45 mg

Labeling Deficiencies:

1.

2.

Blister: Ensure that the established name and strength appear as the most prominent information.
INSERT

Due to changes in the insert labeling of the reference listed drug, (Remeron® (NDA 20-415).-
Organon, Inc, approved September 30, 2002), please revise your labeling as follows:

PRECAUTIONS
a. Increased Appetite/Weight Gain
Please add the following sentence as the last sentence;

in an 8-week long pediatric clinical trial of doses between 15-45 mg/day, 49% of
mirtazapine-treated patients had a weight gain of at least 7%, compared to 5.7% of
placebo treated patients (see PRECAUTIONS-Pediatric Use).

b Pediatric Use
Please add the following sentence as the last sentence;

In an 8-week long pediatric clinical trial of doses between 15-45 mg/day, 49 % of
mirtazapine-treated patients had a weight gain of at least 7%, compared to 5.7% of .
placebo treated patients. The mean increase in weight was 4 kg (2 kg SD) for
mirtazapine- treated patients versus 1 kg (2 kg SD) for placebo-treated patients (see
PRECAUTIONS- Increased Appetite/Weight Gain).

Please revise your unit dose blister labels and insert [abeling, as instructed above, and submit 4
draft copies for a tentative approval or 12 final printed copies for a full approval of this application.
If draft labeling is provided, please be advised that you will be required to submit 12 final printed
copies of all labels and labeling at least 60 days prior to full approval of this application. In
addition, you should be aware that color and other features (print size, prominence, etc) in final
printed labeling could be found unacceptable and that further changes might be requested prior to
approval.

Prior to approval, it may be necessary to revise your labeling subsequent to approved changes for
the reference listed drug. In order to keep ANDA labeling current, we suggest that you subscribe
to the daily or weekly updates of new documents posted on the CDER web site at the following
address -



http://www.fda.gov/cder/cdernew/listserv.html

To facilitate review of your next submission, and in accordance with 21 CFR 314.94(a)(8)(iv),

please provide a side-by-side comparison of your proposed labeling with your last submission with
all differences annotated and explained.

i .\

| \ ;
e,

Wm Peter Rickman

Director

Division of Labeling and Program Support
Office of Generic Drugs

Center for Drug Evaluation and Research




v APPROVAL SUMMARY (List the package size, strength(s), and date of submission for approval):
Do you have 12 Final Printed Labels and Labeling? Yes No If no, list why:
BN Container Labels: 30s, and 500s
2 Satisfactory in FPL as of the June 6, 2002 submission (Vol 2.1 Attachment 6).
Unit Dose Blister Labels:
Unit Dose Carton Labeling:
Satisfactory in FPL as of the June 6, 2002 submission (Vol 2.1 Attachment 6).
Professional Package Insert Labeling:
Revisions needed post-approval:

BASIS OF APPROVAL:

Patent/ Exclusivities

Patent Data — 20-415

No Expiration Use Code Use File
5,977,099 6-16-17 Pharmaceutical v
composition
comprising
mirtazapine and

one or more
selective serotonin
reuptake inhibitors

Exclusivity Data - 20415

Use ) Description .
Code/sup Expiration Code Labeling Impact
INFORMATION DENOTING THE EFFICACY OF Changes to CLINIGAL
5.009 1905 V.18 | _ REMERON IN MAINTAINING A RESPONSE IN ;Ség:"&ﬁghgez
- aa PATIENTS WITH MAJOR DEPRESSIVE DISORDER an
(MDD) DOSAGE AND
ADMINISTRATION

Was this approval based upon a petition? No
'What is the RLD on the 356(h) form: Remeron® Tablets
NDA Number: 20-415
NDA Drug Name: Remeron® (mirtazapine) Tablets
NDA Firm: Organon
" Date of Approval of NDA Insert and supplement #: 9/30/02 (S-015)
Has this been verified by the MIS system for the NDA? Yes
Was this approval based upon an OGD labeling guidance? No
Basis of Approval for the Container Labels: side-by-sides
Other Comments:

REVIEW OF PROFESSIONAL LABELING CHECK LIST
Established Name Yes [No FNALT

Different name than on dcceptance to file letter?

Is this product a USP item? If so, USP supplement in which verification was assured.

Is this name different than that used in the Orange Book?

If not USP, has the product name been proposed in the PF?

Error Prevention Analysis

Has the firm proposed a proprietary name? No.

Packaging

Is this a new packaging configuration, never been approved by an ANDA or NDA? If yes, describe in FTR. X

Is this package size mismatched with the recommended dosage? If yes, the Poison Prevention Act may require a
CRC. X




Does the package proposed have any safety and/or reguiatory concerns? X
Conflict between the DOSAGE AND ADMINISTRATION and INDICATIONS sections and the packaging

configuration? X
Is the strength and/or concentration of the product unsupported by the insert labeling? X

Is the color of the container (i.e. the color of the cap of a mydriatic ophthalmic) or cap incorrect?

Individual cartons required? Issues for FTR: Innovator individualty cartoned? Light sensitive product which might
require cartoning? Must the package insert accompany the product?

Are there any other safety concems?

Labeling

Is the name of the drug unclear in print or lacking in prominence? (Name shouid be the most prominent information

on the label). X
Has applicant failed to clearly differentiate muitiple product strengths? X
Is the corporate logo larger than 1/3 container label? (No regulation - see ASHP guidelines) X
Does RLD make special differentiation for this label? (i.e., Pediatric strength vs Adult; Oral Solution vs Concentrate,

Warning Statements that might be in red for the NDA) X
Is the Manufactured by/Distributor statement incorrect or falsely inconsistent between labels and labeling? Is "Jointly

Manufactured by...", statement needed? X
Failure to describe solid oral dosage form identifying markings in HOW SUPPLIED? X

Has the firm failed to adequately support compatibility or stability claims which appear in the insert labeling? Note:
Chemist should confirm the data has been adequately supported.

Scoring: Describe scoring configuration of RLD and applicant (page #) in the FTR

Is the scoring configuration different than the RLD?

Has the firm failed to describe the scoring in the HOW SUPPLIED section? THEY HAVE STATED THAT THE 15 mg
and the 30 mg are scored but they have not stated that the 45 mg are unscored

Inactive Ingredients: (FTR: List page # in application where inactives are listed)

Does the product contain alcohol? if so, has the accuracy of the statement been confirmed?

Do any of the inactives differ in concentration for this route of administration?

Any adverse effects anticipated from inactives (i.e., benzyl alcohol in neonates)?

Is there a discrepancy in inactives between DESCRIPTION and the composition statement?

Has the term "other ingredients” been used to protect a trade secret? If so, is claim supported?

Failure to list the coloring agents if the composition statement lists e.g., Opacode, Opaspray?

Failure to list dyes in imprinting inks? (Coloring agents e.g., iron oxides need not be listed)

USP Issues: (FTR: List USP/NDA/ANDA dispensing/storage recommendations)

X x| X} X| X} x| X

Do container recommendations faii to meet or exceed USP/NDA recommendations? If so, are the recommendations

supported and is the difference acceptable? X
Because of proposed packaging configuration or for ang other reason, does this applicant meet fail to meet all 6f the X
unprotected conditions of use of referenced by the RLD?

Does USP have labeling recommendations? If any, does ANDA meet them?

Is the product light sensitive? If so, is NDA and/or ANDA in a light resistant container? X

Failure of DESCRIPTION to meet USP Description and Solubility information? If so, USP information should be used.

However, only include solvents appearing in innovator labeling.

Bioequivalence Issues: (Compare bicequivalency values: insert to study. List Cmax, Tmax, T 1/2 and date
study acceptabie)

Insert labeling references a food effect or a no-effect? If so, was a food study done?

Has CLINICAL PHARMACOLOGY been maodified? If so, briefly detail where/why.

Patent/Exclusivity Issues?: FTR: Check the Orarige Book edition or cumulative supplement for verification
of the latest Patent or Exclusivity. List expiration date for all patents, exclusivities, etc. or if none, please state.




FOR THE RECORD: (portions taken from previous review)

1.

Review based on the labeling of Remeron®, approved 9/30/02 (NDA 20-415/S-015). The supplement
provides for additions to the PRECAUTIONS statement. The firm has been asked to rewse their insert

labeling.

The model labeling has been revised by the Division of Neuropharmacological Drug Products for the
generics due to M-18 exclusivity. Adolph Vezza faxed the model labeling to all of the generics firms with
applications for mirtazapine.
The firm has sought pediatric exclusivity for their pediatric clinical studies, however they were denied
exclusivity because of their failure to obtain longer-term safety data as required under the written request.

(See file folder)

Patent/Exclusivities:

Patent Data — 20-415

No Expiration Use Code Use File
5,977,099 6-16-17 Pharmaceutical v
composition
comprising
mirtazapine and
one or more
selective serotonin
reuptake inhibitors
Exclusivity Data - 20-415
Use Description .
Code/sup Expiration Code Labeling Impact
» INFORMATION DENOTING THE EFFICACY OF Changes to CLINIGAL
$-009 4905 M-18 REMERON IN MAINTAINING A RESPONSE IN PP:EA(?AMUAT?ShCS)EId
PATIENTS WITH MAJOR DEPRESSIVE DISORDER
(MDB) DOSAGE AND
ADMINISTRATION

Summary of labeling changes as a result of the above exclusivity:

a. CLINICAL PHARMACOLOGY

Last paragraph of section - describing a longer-term study - was carved out.

b. INDICATIONS AND USAGE (Third paragraph)

C. ADVERSE REACTIONS

First sentence revised.

Second sentence deleted.

Last sentence revised

ECG Changes subsection revised

New subsection added as last subsection.

d. DOSAGE AND ADMINISTRATION

Maintenance/Extended Treatment subsection revised.

Amide is the manufacturer (p 3166 v B 1.1).




4, The drug product will be made available in container sizes of 30s (CRC), 500s (non-CRC), and
unit dose 100s (10 x 10). The RLD is available in container sizes of 30s (all three strengths),
100s (15 mg and 30 mg), and UD 100s (15 mg and 30 mg).

5. The inactives are accurately listed in the DESCRIPTION section (pp 3012- 3014 v B 1.1).

6. The tablet descriptions are accurate as seen in the HOW SUPPLIED section (pp 3727, 3731,
3735vB 1.2).

7. Storage Conditions:

NDA - Store at controlled room temperature 20°-25°C (68°-77°F).
ANDA — Store at controlled room temperature 15° - 30°C (59° - 86°F)[see USP].
USP - not USP

8. Dispensing Recommendations:
NDA — Dispense in a tight, light-resistant container as described in the USP.
ANDA - Dispense in tight, light-resistant container as defined in the USP.
USP - not USP '

9. Scoring: '
NDA — 15 mg and 30 mg — scored --- 45 mg - unscored
ANDA - same as NDA

Date of Review: 10-29-02 Date of Submission:  10-21-02
Primary Reviewer: Michelle Dillahunt Date: ”/,/m/
IS
by
Team Leader: ;i-l}ie\?oisafll . Date:
| o | /1) ve
. N ) .

cc: ANDA: 76-241
DUP/DIVISION FILE
HFD-613/MDilflahunt/LGolson (no cc)
VAFIRMSAM\AMIDE\LTRS&REV\76241na4.l
Review

KPPEARS THIS WAY
ON ORIGINAL



REVIEW OF PROFESSIONAL LABELING
DIVISION OF LABELING AND PROGRAM SUPPORT
LABELING REVIEW BRANCH

ANDA Number: 76-241 Date of Submission: August 26, 2002
Applicant's Name: Amide Pharmaceutical, Inc.
Established Name: Mirtazapine Tablets, 15 mg, 30 mg, and 45 mg

Labeling Deficiencies:

1. UNIT DOSE BLISTER
a. We encourage the inclusion of a NDC number on your unit dose blister labels.
b.  Please increase the font size of your established name and strength.

2. INSERT.
a. GENERAL COMMENTS

Upon further review, we ask that you make the additional following revisions:

b.  DESCRIPTION

i. Revise the first sentence to read: “Mirtazapine Tablets are an orally administered
drug”. '

ii. Revise the second and third sentence to read: “Mirtazapine has a tetracyclic
chemical structure and belongs to the piperazino-azepine group of compounds.”

c. CLINICAL PHARMACOLOGY

i Pharmacodynamics- -first sentence; replace “. —~———=— with “drugs
effective in the treatment of major depressive disorder,”.

ii. Clinical Trials Showing Effectiveness-third sentence, replace “Major Depressive
Disorder” with “Depression” (Hamilton Depression Rating Scale and Montgomery
and Asberg Depression Rating Scale)

d. INDICATIONS AND USAGE

i. Third paragraph, first sentence; delete * M

ii. Third paragraph — second sentence; replace “_;”f,-’_with “re-evaluate”.
e. WARNINGS

MAO Inhibitors- fevise the first sentence to read;

o In patients receiving other drugs for major depressive disorder in combination with a
monoamine oxidase inhibitor (MAOI) and in patients who have recently discentinued a



drug for major depressive disorder and then are started on an MAOQ!, there......
f. PRECAUTIONS

i. Suicide-second sentence; replace * ~—————————with “drugs effective in the
treatment of major depressive disorder,”

ii. Use in Patients with Concomittant lliness-second paragraph; delete the second

sentence, - ——— ~rr
g. ADVERSE REACTIONS
Nervous System —replace “r — - . ~—" with “depression”.
h. OVERDOSAGE

Overdosage Management, first paragraph; replace* ———————_ = with “drug effective in
the treatment of major depressive disorder”.

i DOSAGE AND ADMINISTRATION
Initial Treatment

Revise the second and third sentence of the first paragraph to read, “In the controlled
clinical trials, establishing the efficacy of mirtazapine in the treatment of major depressive
disorder, the effective dose range was generally 15-45 mg/day.” While the retationship
between dose and satisfactory response in the treatment of major depressive disorder for
mirtazapine has not been adequately explored, patients not responding to the initial 15 mg
dose may benefit from dose increases up to a maximum of 45 mg/day”.

Please revise your unit dose blister labels and insert [abeling, as instructed above, and submit 4
draft copies for a tentative approval or 12 final printed copies for a full approval of this application.
If draft labeling is provided, please be advised that you will be required to submit 12 final printed
copies of all labels and labeling at least 60 days prior to full approval of this application. In
addition, you should be aware that color and other features (print size, prominence, etc) in final
printed labeling could be found unacceptable and that further changes might be requested prior to
approval.

Prior to approval, it may be necessary to further revise your labeling subsequent to approved
changes for the reference listed drug. We suggest that you routinely monitor the following website
for any approved changes — http://www.fda.gov/cder/ogd/rid/iabeling_review_branch.html

To facilitate review of your next submission, and in accordance with 21 CFR 314.94(a)(8)(iv),
please provide a side-by-side comparison of your proposed labeling with your last submission with
all differences annotated and explained.

Wm Peter Rickman

Acting Director

Division of Labeling and Program Support
Office of Generic Drugs

Center for Drug Evaluation and Research



APPROVAL SUMMARY (List the package size, strength(s), and date of submission for approval):

Do you have 12 Final Printed Labels and Labeling? Yes No If no, list why:
30s, and 500s

Container Labels:

Satisfactory in FPL as of the June 6, 2002 submission (Vol 2.1 Attachment 8).
Unit Dose Blister Labels:
Unit Dose Carton Labeling:

Satisfactory in FPL as of the June 6, 2002 submission (Vol 2.1 Attachment 6).
Professional Package Insert Labeling:
Revisions needed post-approval:

BASIS OF APPROVAL.:

Patent/ Exclusivities

Patent Data — 20415

No Expiration Use Code Use File
5,977,099 6-16-17 Pharmaceutical v
composition
comprising
mirtazapine and
one or more
selective serotonin
reuptake inhibitors
Exclusivity Data - 20-415
Code/sup Expiration (gJoS;e Description Labeling Impact
INFORMATION DENOTING THE EFFICACY OF Changes fo CLINIGAL
5009 4905 M-18 | . REMERON IN MAINTAINING A RESPONSE IN IEI;'EACF){ mf‘ﬁghg(z:d
PATIENTS WITH MAJOR DEPRESSIVE DISORDER
(MDD) DOSAGE AND
ADMINISTRATION
Was this approval based upon a petition? No
What is the RLD on the 356(h) form: Remeron® Tablets
NDA Number: 20-415
NDA Drug Name: Remeron® (mirtazapine) Tablets
NDA Firm: Organon ‘
Date of Approval of NDA Insert and supplement #: 4/9/02 (S-009)
Has this been.verified by the MIS system for the NDA? Yes
Was this approval based upon an OGD labeling guidance? No
Basis of Approval for the Container Labels: side-by-sides
Other Comments:
REVIEW OF PROFESSIONAL LABELING CHECK LIST
Established Name

Yes

Different name than on acceptance to file letter?

Is this product a USP item? If so, USP supplement in which verification was assured.

Is this name different than that used in the Orange Book?

If not USP, has the product name been proposed in the PF?

Error Prevention Analysis

Has the firm proposed a proprietary name? No.

Packaging

Is this a new packaging configuration, never been approved by an ANDA or NDA? If yes, describe in FTR.




Is this package size mismatched with the recommended dosage? |f yes, the Poison Prevention Act may require a

require cartoning? Must the package insert accompany the product?

CRC.

Does the package proposed have any safety and/or regulatory concemns? X
Conflict between the DOSAGE AND ADMINISTRATION and INDICATIONS sections and the packaging

configuration? X
Is the strength and/or concentration of the product unsupported by the insert labeling? X
Is the color of the container (i.e. the color of the cap of a mydriatic ophthalmic) or cap incorrect?

Individual cartons required? Issues for FTR: Innovator individually cartoned? Light sensitive product which might X

Are there any other safety concerns?

Labeling

Is the name of the drug unclear in print or lacking in prominence? (Name should be the most prominent information

on the label). X
Has applicant failed to clearly differentiate muitiple product strengths? X
Is the corporate logo larger than 1/3 container label? (No regulation - see ASHP guidelines) X
Does RLD make special differentiation for this label? (i.e., Pediatric strength vs Adult; Oral Solution vs Concentrate,

Warning Statements that might be in red for the NDA) X
Is the Manufactured by/Distributor statement incorrect or falsely inconsistent between labels and labeling? Is "Jointly

Manufactured by...", statement needed? . X
Faiture to describe solid oral dosage form identifying markings in HOW SUPPLIED? X

Has the firm failed to adequately support compatibility or stability claims which appear in the insert labeling? Note-
Chemist shouid confirm the data has been adequately supported.

Scoring: Describe scoring configuration of RLD and applicant (page #) in the FTR

Is the scoring configuration different than the RLD?

Has the firm failed to describe the scoring in the HOW SUPPLIED section? THEY HAVE STATED THAT THE 15 mg
and the 30 mg are scored but they have not stated that the 45 mg are unscored

Inactive Ingredients: (FTR: List page # in application where inactives are listed)

Does the product contain alcohol? [f so, has the accuracy of the statement been confirmed?

Do any of the inactives differ in concentration for this route of administration?

Any adverse effects anticipated from inactives (i.e., benzyl alcohol in neonates)?

Is there a discrepancy in inactives between DESCRIPTION and the composition statement?

Has the term "other ingredients" been used to protect a trade secret? If so, is claim supported?

Failure to list the coloring agents if the composition statement lists e.g., Opacode, Opaspray?

Failure to list-dyes in imprinting inks? (Coloring agents e.g., iron oxides need not be listed)

X x| X X[ x| x| x

USP Issues: (FTR: List USP/NDA/ANDA dispensing/storage recommendations)

Do container recommendations fail to meet or exceed USP/NDA recommendations? if so, are the recommendations
supported and is the difference acceptable?

Because of proposed packaging configuration or for anS other reason, does this applicant meet fail 1o meet all of the
unprotected conditions of use of referenced by the RLD?

Does USP have labeling recommendations? If any, does ANDA meet them?

Is the product light sensitive? !f so, is NDA and/or ANDA in a light resistant container?

However, only include solvents appearing in innovator labeling.

Failure of DESCRIPTION to meet USP Description and Solubility information? If so, USP information should be used.

Bioequivalence Issues: (Compare bioequivalency values: insert to study. List Cmax, Tmax, T 1/2 and date
study acceptable)

Insert labeling references a food effect or a no-effect? If so, was a food study done?

Has CLINICAL PHARMACOLOGY been modified? If so, briefly detail where/why.

Patent/Exclusivity Issues?: FTR: Check the Orange Book edition or cumulative supplement for verification
of the latest Patent or Exclusivity. List expiration date for all patents, exclusivities, etc. or if none, please state.

FOR THE RECORD: (portions taken from previous review)

1. Review based on the labeling of Remeron®, approved 4/9/02 (NDA 20-415/5-009).
The model labeling has been revised by the Division of Neuropharmacological Drug Products for the




generics due to M-18 éxclusivity. Adolph Vezza faxed the model labeling to all of the generics-ﬁrms with
applications for mirtazapine.

Patent/Exclusivities:

Patent Data — 20-415

No Expiration Use Code Use File
5,977,099 6-16-17 Pharmaceutical v
composition
comprising
mirtazapine and
one or more
selective serotonin
reuptake inhibitors
Exclusivity Data - 20-415
Use Description .
Code/sup Expiration Code Labeling Impact
INFORMATION DENOTING THE EFFICACY OF Changes to CLINIGAL
5009 4905 M-18 REMERON IN MAINTAINING A RESPONSE IN g:é‘ggﬁ.ﬁghgi:d
PATIENTS WITH MAJOR DEPRESSIVE DISORDER
(MDD) ~ DOSAGE AND
ADMINISTRATION

Summary of labeling changes as a result of the above exclusivity:

a. CLINICAL PHARMACOLOGY

Last pafagraph of section - describing a longer-term study - was carved out.

b. INDICATIONS AND USAGE (Third paragraph)

C. ADVERSE REACTIONS

First sentence revised.

Second sentence deleted.

Last sentence revised

ECG Changes subsection revised

New subsection added as last subsection.

d. DOSAGE AND ADMINISTRATION

Maintenance/Extended Treatment subsection revised.

Amide is the manufacturer (p 3166 v B 1.1).

The drug product will be made available in container sizes of 30s (CRC), 500s (non-CRC), and
- unit dose 100s (10 x 10). The RLD is available in container sizes of 30s (all three strengths),
100s (15 mg and 30 mg), and UD 100s (15 mg and 30 mg).

The inactives are accurately listed in the DESCRIPTION section (pp 3012- 3014 v B 1.1).




6. The tablet descriptions are accurate as seen in the HOW SUPPLIED section (pp 3727, 3731,
3735v B 1.2).

7. Storage Conditions: _
NDA — Store at controlled room temperature 20°-25°C (68°-77°F). :
ANDA — Store at controlled room temperature 15° - 30°C (59° - 86°F)[see USP].
USP - not USP

8. Dispensing Recommendations:
NDA - Dispense in a tight, light-resistant container as described in the USP.
ANDA — Dispense in tight, light-resistant container as defined in the USP.
USP - not USP

9. ' Scoring:
NDA - 15 mg and 30 mg — scored --- 45 mg - unscored
ANDA - same as NDA

Date of Review: 9-30-02 Date of Submission: 8-26-02
Primary Reviewer: Michelle nyig-;/n.« s Date: (i?/;@/()j/
Team Leader: Lillie golsq@% ,' : Date: .

| 1ol §/30) 0>

cc: ANDA: 76-241
DUP/DIVISION FILE
HFD-613/MDillahunt/LGolson (no cc)
VAFIRMSAM\AMIDE\LTRS&REV\76241na3.|
Review -




REVIEW OF PROFESSIONAL LABELING
DIVISION OF LABELING AND PROGRAM SUPPORT
LABELING REVIEW BRANCH

ANDA Number:

Established Name:

Applicant's Name:

76-241 Date of Submission: June 6, 2002

Amide Pharmaceutical, Inc.

Mirtazapine Tablets, 15 mg, 30 mg, and 45 mg

Labeling Deficiencies:

1.

UNIT DOSE BLISTER

We note that you have not submitted unit dose blister labels with the‘revision ¢ === {(rather than
"Tablets') as previously directed. Please submit.

INSERT

a. GENERAL COMMENTS

Due to changes in the labeling of the reference listed drug, Remeron®, approved '

~April 9, 2002, please make the revisions as seen below.

Replace the word * \‘“\» “with the words "major depressive disorder"
throughout the insert except where indicated below.

b. INDICATIONS AND USAGE

Third paragraph - The sentence beginning "The antidepressant ..." begins a new
paragraph.

Delete the sentence ” ‘ ,b R

Let the last sentence be a part of the paragraph beginning " ~—— e
."and revise it to read "... adequately studied. The physician who ... individual
patient." =

C. ADVERSE REACTIONS

ECG Changes - Delete the text of this subsection and replace with the followmg
text:

The electrocardiograms for 338 patients who received mirtazapine and 261
patients who received placebo in 6-week, placebo-controlled trials were analyzed.
Prolongation in QTc¢ > 500 msec was not observed among mirtazapine-treated
patients; mean change in QTc was + 1.6 msec for mirtazapine and - 3.1 msec for
placebo. Mirtazapine was associated with a mean increase in heart rate of 3.4

" bpm, compared to 0.8 bpm for placebo. The clinical significance of these

changes is unknown.



i. = Add the following text as the last subsection of this section:

Other Adverse Events Observed During Postmarketing Evaluation of
Mirtazapine .

Adverse events reported since market introduction, which were temporally (but
not necessarily causally) related to mirtazapine therapy, include four cases of the
ventricular arrhythmia torsades de pointes. In three of the four cases, however,
concomitant drugs were implicated. All patients recovered.

d. DOSAGE AND ADMINISTRATION

Maintenance/Extended Treatment - Delete the text of this subsection and replace with the
following text:

It is generally agreed that acute episodes of depression require several months or longer
of sustained pharmacological therapy beyond response to the acute episode. lItis
unknown whether or not the dose of mirtazapine needed for maintenance treatment is
identical to the dose needed to achieve an initial response. Patients should be
periodically reassessed to determine the need for maintenance treatment and the
appropriate dose for such treatment.

Please revise your unit dose blister labels andinsert labeling, as instructed above, and submit 4
draft copies for a tentative approval or 12 final printed copies for a full approval of this application.
If draft labeling is provided, please be advised that you will be required to submit 12 final printed

copies of all labels and labeling at least 60 days prior to full approval of this application. In
addition, you should be aware that color and other features (print size, prominence, etc) in final
printed labeling could be found unacceptabie and that further changes might be requested prior to
approval.

Prior to approval, it may be necessary to further revise your labeling subsequent to approved
changes for the reference listed drug. We suggest that you routinely monitor the following website
for any approved changes — hitp://www.fda.gov/cder/ogd/rid/labeling_review_branch.html

To facilitate review of your next submission, and in accordance with 21 CFR 314.94(a)(8)(iv),
please provide a side-by-side comparison of your proposed labeling with your last submission with
all differences annotated and explained.

ﬁ\ P /

- el e/

Wm Peter Rickman

Acting Director

Division of Labeling and Program Support
Office of Generic Drugs

Center for Drug Evaluation and Research



APPROVAL SUMMARY (List the package size, strength(s), and date of submission for approval):

Do you have 12 Final Printed Labels and Labeling? Yes No If no, list why:
30s, and 500s

Container Labels:

Satisfactory in FPL as of the June 6, 2002 submission (Vol 2.1 Attachment 6).
Unit Dose Blister Labels:
Unit Dose Carton Labeling:

Satisfactory in FPL as of the June 6, 2002 submission (Vol 2.1 Attachment 6).

Professional Package Insert Labeling:

Revisions needed post-approval:

BASIS OF APPROVAL.:

Patent/ Exclusivities

Patent Data — 20-415

No Expiration Use Code Use File
5,977,099 6-16-17 Pharmaceutical v
composition
comprising
mirtazapine and
one or more
selective serotonin
reuptake inhibitors
Exclusivity Data - 20-415
Use Description .
Code/sup Expiration Code Labeling Impact .
INFORMATION DENOTING THE EFFICACY OF Changes to CLINIGAL
5-009 4.9-05 M-18 REMERON IN MAINTAINING A RESPONSE IN lf:ég}ﬁﬁghgi:d
PATIENTS WITH MAJOR DEPRESSIVE DISORDER
(MDD) DOSAGE AND
ADMINISTRATION
Was this approval based upon a petition? No
What is the RLD on the 356(h) form: Remeron® Tablets.
NDA Number: 20-415
NDA Drug Name: Remeron® (mirtazapine) Tablets
NDA Firm: Organon
Date of Approval of NDA Insert and supplement #: 4/9/02 (S-009)
Has this been verified by the MIS system for the NDA? Yes
Was this approval based upon an OGD labeling guidance? No
Basis of Approval for the Container Labels: side-by-sides
Other Comments:
REVIEW OF PROFESSIONAL LABELING CHECK LIST
Established Name Yes No N.A.
Different name than on acceptance to file letter? "X
Is this product a USP item? {f so, USP supplement in which verification was assured. X
Is this name different than that used in the Orange Book? X
If not USP, has the product name been proposed in the PF? X
Error Prevention Analysis
Has the firm proposed a proprietary name? No. X
Packaging RREGR
Is this a new packaging configuration, never been approved by an ANDA or NDA? If yes, describe in FTR. X
Is this package size mismatched with the recommended dosage? If yes, the Poison Prevention Act may require a
CRC. X




Does the package proposed have any safety and/or regulatory concerns?

Conflict between the DOSAGE AND ADMINISTRATION and INDICATIONS sections and the packaging

configuration? X
Is the strength and/or concentration of the product unsupported by the insert labeling? X
Is the color of the container (i.e. the color of the cap of a mydriatic ophthalmic) or cap incorrect?

Individual cartons required? Issues for FTR: Innovator individually cartoned? Light sensitive product which might x

require cartoning? Must the package insert accompany the product?

Are there any other safety concerns?

Labeling

Is the -name of the drug unclear in print or lacking in prominence? (Name should be the most prominent information

on the label). ’ X
Has applicant failed to clearly differentiate multiple product strengths? X
Is the corporate logo larger than 1/3 container label? (No regulation - see ASHP guidelines) X
Does RLD make special differentiation for this label? (i.e., Pediatric strength vs Adult; Oral Solution vs Concentrate,

Warning Statements that might be in red for the NDA) X
Is the Manufactured by/Distributor statement incorrect or falsely inconsistent between labels and labeling? s "Jointly

Manufactured by...", statement needed? X
Failure to describe solid oral dosage form identifying markings in HOW SUPPLIED? X
Has the firm failed to adequately support compatibility or stability claims which appear in the insert labeling? Note:

Chemist should confirm the data’ has been adequately supported. X
Scoring: Describe scoring configuration of RLD and applicant (page #) in the FTR S
Is the scoring configuration different than the RLD? X
Has the firm failed to describe the scoring in the HOW SUPPLIED section? THEY HAVE STATED THAT THE 15 mg X
and the 30 mg are scored but they have not stated that the 45 mg are unscored

Inactive Ingredients: (FTR: List page # in application where inactives are listed) R
Does the product contain alcohol? if so, has the accuracy of the statement been confirmed? X
Do any of the inactives differ in concentration for this route of administration? X
Any adverse effects anticipated from inactives (i.e., benzyl alcohol in neonates)? X
Is there a discrepancy in inactives between DESCRIPTION and the composition statement? X
Has the term "other ingredients” been used to protect a trade secret? If so, is claim supported? X
Failure to list the coloring agents if the composition statement lists e.g., Opacode, Opaspray? X
Failure to list dyes in imprinting inks? (Coloring agents e.g., iron oxides need not be listed) X
USP Issues: (FTR: List USP/NDA/ANDA dispensing/storage recommendations)

Do container recommendations fail to meet or exceed USP/NDA recommendations? If so, are the recommendations

supported and is the difference acceptable? X
Because of proposed packaging configurafion or for ang other reason, does this applicant meet Tail to meef all of the X
unprotected conditions of use of referenced by the RLD?

Does USP have labeling recommendations? If any, does ANDA meet them?

Is the product light sensitive? If so, is NDA and/or ANDA in a light resistant container? X
Failure of DESCRIPTION to meet USP Description and Soiubility information? If so, USP information should be used.

However, only include solvents appearing in innovator labeling. X

Bioequivalence Issues: (Compare bicequivalency values: insert to study. List Cmax, Tmax, T 1/2 and date
study acceptabie)

Insert labeling references a food effect or a no-effect? If so, was a food study done?

Has CLINICAL PHARMACOLOGY been modified? If so, briefly detail where/why.

Patent/Exclusivity Issues?: FTR: Check the Orange Book edition or cumulative supplement for verification
of the latest Patent or Exclusivity. List expiration date for all patents, exclusivities, etc. or if none, please state.

FOR THE RECORD: (portions taken from previous review)

1.

Review based on the labeling of Remeron®, approved 4/9/02 (NDA 20-415/S-009).




Patent/Exclusivities:
one patent — 5977099 — 6/16/17
The firm has filed a Paragraph IV certification to the patent.

One exclusivity (M-18 - expires 4-9-05) which relates to the use of this drug product for
maintenance therapy. -

Summary of labeling changes as a result of the above exclusivity:
a. CLINICAL PHARMACOLOGY
Last paragraph of section - describing a longer-term study - was carved out.
b. INDICATIONS AND USAGE (Third paragraph)
i. First sentence revised.
ii. Second sentence deleted.
jii. Last sentence revised
C. ADVERSE REACTIONS
i. ECG Changes subsection revised
ii. New subsection added as last subsection.
d. DOSAGE AND ADMINISTRATION
Maintenance/Extended Treatment subsection revised.
Amide is the manufacturer (p 3166 v B 1.1).
The drug product will be made available in container sizes of 30s (CRC), 500s (non-CRC), and
unit dose 100s (10 x 10). The RLD is available in container sizes of 30s (all three strengths),
100s (15 mg and 30 mg), and UD 100s (15 mg and 30 mg).
The inactives are accurately listed in the DESCRIPTION section (pp 3012- 3014 v B 1.1).

The tabiet descriptions are accurate as seen in the HOW SUPPLIED section (pp 3727, 3731,
3735v B 1.2).

Storage Conditions:

NDA - Store at controlled room temperature 20°-25°C (68° 77°F).

ANDA — Store at controlled room temperature 15° - 30°C (59 - 86°F)[see USP].
USP - not USP

Dispensing Recommendations:

NDA - Dispense in a tight, light-resistant container as described in the USP.
ANDA — Dispense in tight, light-resistant container as defined in the USP.
USP — not USP

Scoring: - ‘
NDA - 15 mg and 30 mg — scored --- 45 mg - unscored
ANDA - same as NDA




Date of Review: 7-4-02

Primary Reviewer: Adolph Vezza Date:
'S
Team Leader:  Lillie Golson} w.#1’ Date:

VAN

b
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CC:

ANDA: 76-241

DUP/DIVISION FILE

HFD-613/AVezza/L.Golson (no cc)
aev/7/4/02[VAFIRMSAM\AMIDEALTRS&REV\76241na2.|
Review
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Date of Submission:
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REVIEW OF PROFESSIONAL LABELING
DIVISION OF LABELING AND PROGRAM SUPPORT
LABELING REVIEW BRANCH

ANDA Number: 76-241 Date of Submission: September 20, 2001
Applicant's Name: Amide Pharmaceutical, Inc.

Established Name: Mirtazapine Tablets, 15 mg, 30 mg, and 45 mg

Labeling Deficiencies:
1. GENERAL COMMENT

Add "(see USP)" to the end of the storage temperature recommendations on your container labels
and unit dose carton and insert labeling.

2, CONTAINER  30s and 500s
See GENERAL COMMENT above.
3. UNIT DOSE BLISTER

_ ;‘-’?25‘5.5‘,’-' " rather than "Tablets"

4, UNIT DOSE CARTON

a. See GENERAL COMMENT above.

b. "outpatient” rather than " ~———=— (delete ' ~am—

C. 100 unit—dose' tablets (10 X 10)

d. Add the statement "PROTECT FROM LIGHT AND MOISTURE."
5. INSERT

a. GENERAL COMMENTS

i. Use "to" rather than a ~~""when expressing a dosage range.
i, "in vivo" and "“in vitro" (italics)

ifi. "Mirtazapine Tablets" need not be capitalized (i.e. "M" and "T") throughout the
entire text. :

b. DESCRIPTION

i. First paragraph - "molecular” rather than " ===



ii. Inactive ingrbedients

A). "corn starch" (two words)

B). "hydroxypropyt methylcellulose (15 mg and 30 mg tablet)"

C). "lactose monohydrate”

D). "synthetic red iron oxide (30 mg tablet) and synthetic yellow iron oxide

(15 mg tablet)
CLINICAL PHARMACOLOGY
i. | Pharmacokinetics, last sentence - "mcg" rather than  —

ii. Special Populations, Renal Insufficiency - "mL" rather than ' ——

A). "...in administering mirtazapine ..."
B). "... DOSAGE AND ADMINISTRATION)."
PRECAUTIONS

General, Use in Patients with Concomitant lilness, last paragraph - "mL/min/1.73 m*"
(two instances)

ADVERSE REACTIONS
i. ECG Changes, first sentence - "placebo-controlled” (spelling)

ii. Other Adverse Events Observed During the Premarketing Evaluation of

Mirtazapine
A). First paragraph, last sentence - "... first grouping similar types ..."
B). Musculoskeletal System - "arthrosis" rather than " re—"""

DRUG ABUSE AND DEPENDENCE

Physical and Psychological Dependence, first sentence - "... for abuse, tolerance ...
(add comma)

DOSAGE AND ADMINISTRATION
Initial Treatment, penultimate sentence - "... adequately explored, patients not ..."
HOW SUPPLIED

"...and 100's (10 x 10) unit-dose tablets."



Please revise your container and unit dose blister labels and unit dose carton and insert labeling,
as instructed above, and submit 4 draft copies for a tentative approval or 12 final printed copies
for a full approval of this application. If draft [abeling is provided, please be advised that you wil
be required to submit 12 final printed copies of all [abels and labeling at least 60 days prior to full
approval of this application. In addition, you should be aware that color and other features (print
_size, prominence, etc) in final printed labeling could be found unacceptable and that further
changes might be requested prior to approval.

Prior to approval, it may be necessary to further revise your labeling subsequent to approved
changes for the reference listed drug. We suggest that you routinely monitor the following website
for any approved changes — http'//www fda.gov/cder/ogd/rld/labeling_review branch.htmi

To facilitate review of your next. submtssnon and |n accordance with 21 CFR 314.94(a)(8)(iv),
please provide a side- by-5|de £omparison of your proposed labeling with your last submission with
all differences annotated and’ expla}ned ; /';
/ ]
!

, |
el .
S BRI

\’Wm Peter Rlckman )\‘

Acting Director

Division of Labeling and Program Support
Office of Generic Drugs

Center for Drug Evaluation and Research

i



APPROVAL SUMMARY (List the package size, strength(s), and date of submission for approval):

Do you have 12 Final Printed Labels and Labeling? Yes No If no, list why:
Container Labels: 30s, and 500s

Unit Dose Blister Labels:

Unit Dose Carton Labeling:

Professional Package Insert Labeling:

Revisions needed post-approval:

BASIS OF APPROVAL:

Was this approval based upon a petition? No

What is the RLD on the 356(h) form: Remeron® Tabiets

NDA Number: 20-415

NDA Drug Name: Remeron® (mirtazapine) Tablets

NDA Firm: Organon

Date of Approval of NDA Insert and supplement #: 8/30/00 (S-006)
Has this been verified by the MIS system for the NDA? Yes

Was this approval based upon an OGD labeling guidance? No
Basis of Approval for the Container Labels: side-by-sides

Other Comments:

REVIEW OF PROFESSIONAL LABELING CHECK LIST

Established Name Yes

No

. NA

Different name than on acceptance to file letter?

Is this product a USP item? If so, USP supplement in which verification was assured.

Is this name different than that used in the Orange Book?

If not USP, has the product name been proposed in the PF?

X} x| x| X

Error Prevention Analysis

Has the firm proposed a proprietary name? No.

Packaging =

Is this a new packaging configuration, never been approved by an ANDA or NDA? If yes, describe in FTR. X

Is this package size mismatched with the recommended dosage? If yes, the Poison Prevention Act may require a

CRC. X
Does the package proposed have any safety and/or regulatory concerns? X
Conflict between the DOSAGE AND ADMINISTRATION and INDICATIONS sections and the packaging

configuration? - X
Is the strength and/or concentration of the product unsupported by the insert labeling? X

Is the color of the container (i.e. the color of the cap of a mydriatic ophthalmic) or cap incorrect?

Individual cartons required? Issues for FTR: Innovator individually cartoned? Light sensitive product which might
require cartoning? Must the package insert accompany the product?

Are there any other safety concerns?

Labeling

Is the name of the drug unclear in print or lacking in prominence? (Name should be the most prominent information

and the 30 mg are scored but they have not stated that the 45 mg are unscored

on the label). X
Has applicant failed to clearly differentiate multiple product strengths? X
Is the corporate logo larger than 1/3 container label? (No regulation - see ASHP guidelines) X
Does RLD make special differentiation for this label? (i.e., Pediatric strength vs Adult; Oral Solution vs Concentrate,

Warning Statements that might be in red for the NDA) X
Is the Manufactured by/Distributor statement incorrect or falsely inconsistent between labels and labeling? Is "Jointly

Manufactured by...", statement needed? X
Failure to describe solid oral dosage form identifying markings in HOW SUPPLIED? X
Has the firm failed to adequately support compatibility or stability claims which appear in the insert labeling? Note:

Chemist should confirm the data has been adequately supported. X
Scoring: Describe scoring configuration of RLD and applicant (page #) in the FTR
Is the scoring configuration different than the RLD? X
Has the firm failed to describe the scoring in the HOW SUPPLIED section? THEY HAVE STATED THAT THE 15 mg X




£d

Inactive Ingredients: (FTR: List page # in application where inactives are listed)

Does the product contain alcohol? If so, has the accuracy of the statement been confirmed? X
Do any of the inactives differ in concentration for this route of administration? X
Any adverse effects anticipated from inactives (i.e., benzyl alcohol in neonates)? X
Is there a discrepancy in inactives between DESCRIPTION and the composition statement? X

Has the term "other ingredients" been used to protect a trade secret? If so, is claim supported? X
Failure to list the coloring agents if the composition statement lists e.g., Opacode, Opaspray? X
Failure to list dyes in imprinting inks? (Coloring agents e.g., iron oxides need not be listed) X
USP Issues: (FTR: List USP/NDA/ANDA dispensing/storage recommendations)

Do container recommendations fail to meet or exceed USP/NCA recommendations? If so, are the recommendations

supported and is the difference acceptable? X
Because of proposed packaging configuration or for ans other reason, does this applicant meet faif to meet all of the X
unprotected conditions of use of referenced by the RLD?

Does USP have labeling recommendations? if any, does ANDA meet them? X
Is the product light sensitive? If so, is NDA and/or ANDA in a light resistant container? X
Failure of DESCRIPTION to meet USP Description and Solubility information? If so, USP information should be used.

However, only include solvents appearing in innovator {abeling. X
Bioequivalence Issues: (Compare bioequivalency values: insert to study. List Cmax, Tmax, T 1/2 and date |

study acceptable)

Insert labeling references a food effect or a no-effect? If so, was a food study done?

Has CLINICAL PHARMACOLOGY been modified? If so, briefly detail where/why. X
Patent/Exclusivity Issues?: FTR: Check the Orange Book edition or cumulative supplement for verification

of the latest Patent or Exclusivity. List expiration date for all patents, exclusivities, etc. or if none, please state.

FOR THE RECORD:
1. - Review based on the labeling of Remeron®, revised 3/99; approved 8/30/00.

2. Patent/Exclusivities:

one patent — 5977099 - 6/16/17
no exclusivities
The firm has filed a Paragraph 1V certification to the patent.

3. Amide is the manufacturer (p 3166 v B 1.1).

4. The drug product will be made available in container sizes of 30s (CRC), 500s (non-CRC), and
unit dose 100s (10 x 10). The RLD is available in container sizes of 30s (all three strengths),
100s (15 mg and 30 mg), and UD 100s (15 mg and 30 mg).

5. The inactives are accurately listed in the DESCRIPTION section except the firm has not stated
that some of the ingredients are not present.in all three strengths, also they spelled "corn starch”
as all one word and they failed to state that the "lactose" is present as the monohydrate (pp 3012-

3014 vB1.1).

6. The tablet descriptions are accurate as seen in the HOW SUPPLIED section (pp 3727; 3731,
3735vB1.2).

7. Storage Conditions:

NDA — Store at controlled room temperature 20°-25°C (68°-77°F).
ANDA — Store at controfled room temperature 15° - 30°C (59° - 86°F).
USP — not USP




8. Dispensing Recommendations:
NDA — Dispense in a tight, light-resistant container as described in the USP.
ANDA - Dispense in tight, light-resistant container as defined in the USP.
USP - not USP

9. Scoring:
NDA - 15 mg and 30 mg — scored --- 45 mg - unscored
ANDA - same as NDA

Date of Review: 1-23-02 Date of Submission: 9-20-01
Primary Reviewer: Adolph Vezza _. 1 Date:

s 24 1oz
Team Leader;—_/Charlie Hoglpes Date:

] i
/ 17
Y A '

cC: ANDA: 76-241

DUP/DIVISION FILE

HFD-613/AVezza/CHoppes (no cc)
aev/1/23/02|VA\FIRMSAM\AMIDE\LTRS&REV\76241na1.l
Review

APPEARS THIS way
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CENTER FOR DRUG
EVALUATION AND
RESEARCH

APPLICATION NUMBER:

76-241

CHEMISTRY REVIEW(S)



10.
11.

12.

13.

CHEMISTRY REVIEW NO.1

ANDA # 76-241

NAME AND ADDRESS OF APPLICANT
Amide Pharmaceutical, Inc.
101 East Main Street

Little Falls, NJ 7424

LEGAL BASIS FOR SUBMISSION
Generic version of Organon’s Remeron® Tablets, 15 mg, 30 mg
and 45 mg (NDA) #20-415).

Patent Certification and exclusivity statement are provided
(Vol. 1.1, pp. 007-012B).

SUPPLEMENT (s) N/A -

PROPRIETARY NAME

Mirtazapine Tablets z;&@é

NONPROPRIETARY NAME
Mirtazapine Tablets

SUPPLEMENT (s) PROVIDE (s) FOR: N/A -

AMENDMENTS AND OTHER DATES: _ Vﬁ

Firm 4 [0l FDA

Orig. Submission Acknowledgement letter
Bio review

Bio Amendment 1/07/01  Labeling review

(PROPOSED) INDICATION(S) FOR USE
Treatment of depression

Rx or OTC

R

RELATED IND/NDA/DMF(s)
DMF N
Others DMFs are identified in the

container/closure element.

DOSAGE FORM
Tablet (Oral)




14.

15.

16.

17.

18.

19.

POTENCY
15 mg, 30 mg and 45 mg

CHEMICAL NAME AND STRUCTURE

RECORDS AND REPORTS None -

COMMENTS

a. Application contains CMC deficiencies

b. Labeling review pending

c. Bio review pending ' _

d. Method validation submitted to the Philadelphia District

Laboratory, dated 12/14/01
e. Establishment evaluation report pending

CONCLUSIONS AND RECOMMENDATIONS
NOT APPROVABLE

REVIEWER: DATE COMPLETED:
Raymond Brown January 18, 2002
APPEARS THIS WAY

GN ORIGINAL
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1. CHEMISTRY REVIEW NO.Z2

2. ANDA # 76-241

3. NAME AND ADDRESS OF APPLICANT
Amide Pharmaceutical, Inc.
101 East Main Street
Little Falls, NJ 07424

4. LEGAL BASIS FOR SUBMISSION
Generic version of Organon’s Remeron® Tablets, 15 wmg, 30 mg
and 45 mg (NDA) $#20-415).

Patent Certification and exclusivity statement are provided
(Vol. 1.1, pp. 007-012B).

5. SUPPLEMENT (s) N/A -

6. PROPRIETARY NAME
Mirtazapine Tablets

7. NONPROPRIETARY NAME
Mirtazapine Tablets

8. SUPPLEMENT (s) PROVIDE(s) FOR: - N/A -

9. AMENDMENTS AND OTHER DATES:

Firm : FDA
Orig. Submission 9/20/01
. New correspondence 11/9/01 Acknowledgement letter 11/14/01
Bio review 11/27/01
Bio deficiency letter 12/17/01
Bio Amendment 1/07/01
New correspondence 1/14/02
Bio deficiency letter 1/30/01
- Deficiency letter 2/21/02
Amendment (minor) 6/6/02 T-call 8/19/02
Amendment (Chemistry) 8/20/02 T-call ' 1/14/03
Amendment (label) 8/26/02
Amendment (label) 10/21/02
Amendment (label) 11/08/02
Amendment (CMC) 1/14/03

10. (PROPOSED) INDICATION(S) FOR USE
Treatment of depression

11. Rx or OTC

R |



12.

13.

14.

15.

RELATED IND/NDA/DMF (s)

DMF S

Others DMFs are identified in the container/closure element.
DOSAGE FORM

Tablet (Oral)

POTENCY
15 mg, 30 mg and 45 mg

CHEMICAL NAME AND STRUCTURE

Molecular weight: 265.36; Ci7Hi5N;
Chemical name: 1,2,3,4,10,14b-hexahydro-2-methylpyrazino[2,1-
alpyrido{2,3-c]lbenzapine

16.

17.

'18.

19.

RECORDS AND REPORTS None -

COMMENTS

a. iodti S e i f review-

b. Labeling: Acceptable 12/4/02 '

Cc. Bio: Acceptable letter dated 1/31/02.

d. Methods validation submitted to the Philadelphia
District Laboratory, dated 9/17/02

e. EER: Acceptable dated 1/24/02

CONCLUSIONS AND RECOMMENDATIONS

APPROVE
REVIEWER: | DATE COMPLETED:
Radhika Rajagopalan September 17, 2002;
. \ ) 1/27/03
\%\ //’UL loz,

\ /U

L#PEARS THIS WAY"
ON ORIGINAL
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10.

11.

CHEMISTRY REVIEW NO.3

ANDA # 76-241

NAME AND ADDRESS OF APPLICANT

Amide Pharmaceutical, Inc.
101 East Main Street
Little Falls, NJ 07424

LEGAL BASIS FOR SUBMISSION

Generic version of Organon’s Remeron® Tablets,
and 45 mg (NDA) #20-415).

30 mg

Patent Certification and exclusivity statement are provided
(Vol. 1.1, pp. 007-012B).

SUPPLEMENT (s)

PROPRIETARY NAME
Mirtazapine Tablets

NONPROPRIETARY NAME

Mirtazapine Tablets

SUPPLEMENT (s) PROVIDE (s) FOR:

N/A -

AMENDMENTS AND OTHER DATES:

Firm
Orig. Submission
New correspondence

Bio Amendment
New correspondence

Amendment (minor)
Amendment (Chemistry)
Amendment (label)
Amendment (label)
Amendment (label)
Amendment (CMC)
Amendment (CMC)
fmenpen T

(PROPOSED) INDICATION(S)

9/20/01
11/9/01

1/07/01
1/14/02

6/6/02

8/20/02
8/26/02
10/21/02
11/08/02
1/14/03

N/A -

FDA

Acknowledgement letter 11/14/01

Bio review

Bio deficiency letter

Bio deficiency letter

Deficiency letter
T-call

T-call

T-call

6/19/03 1
§)24703 P Yy

FOR USE

Treatment of depression

Rx or OTC
U

11/27/01
12/17/01

1/30/01
2/21/02
8/19/02
1/14/03
6/11/03



12. RELATED IND/NDA/DME(S)

W i B e e N

Others DMFs are identified in the container/closure element.
13. DOSAGE FORM

Tablet (Oral)

14. POTENCY
15 mg, 30 mg and 45 mg

15. CHEMICAL NAME AND STRUCTURE
Molecular weight: 265.36; Ci7Hi9N;
Chemical name: 1,2,3,4,10,14b-hexahydro-2-methylpyrazino[2,1-
alpyrido([2,3-clbenzapine

16. RECORDS AND REPORTS None -

17. COMMENTS
a. Application is approved, based on acceptable labeling
review. ‘
Labeling: Acceptable 12/4/02
Bio: Acceptable letter dated 1/31/02.
EER: Acceptable dated 1/24/02
MV results are acceptable; comments from the lab were
conveyed to the firm on 6/10/03 and a fax amendment was

Q0T

i -

received, —— e e e

f. ANDA was issued a TA on 2/12/03.

18. CONCLUSIONS AND RECOMMENDATIONS

APPROVE
19. REVIEWER: ' DATE COMPLETED:
Radhika Rajagopalan 6/16/03
~\ Iel

é/&/f



Redacted A
Page(s) of trade
secret and /or
confidential

- commercial

information



CENTER FOR DRUG
EVALUATION AND
RESEARCH

APPLICATION NUMBER:

76-241

BIOEQUIVALENCE
REVIEW(S)



BIOEQUIVALENCY DEFICIENCY T AR

ANDA: 76241 . APPLICANT: Amide Pharmaceutical, Inc.
DRUG PRODUCT: Mirtazapine tablets, 15 mg, 30 mg and 45 mg

The Division of Bioequivalence has completed its review. The following
deficiency have been identified:

The dissolution testing was conducted in 0.01N HCL.

The dissolution testing should be conducted in 900 mL of 0.1N HCL at 37°C using USP
Apparatus (It} at 50 rom. Dissolution samples should be collected at 5 min, 10 min, 15 min and
20 min. . :

Sincerely yours,

- sl

Dale P. Conner, Pharm. D.

Director, Division of Bioequivalence
Office of Generic Drugs

Center for Drug Evaluation and Research



Mirtazapine Tablets ' Amide Pharmaceutical, Inc.

15 mg, 30 mg and 45 mg Little Falls, NJ
ANDA 76-241 Submission Datie:
Reviewer: James Chaney January 7, 2002

VAFIRMSAM\AMIDE\LTRS&REV\76241A102.doc

Amendment to Two Bioequivalence Studies, Dissolution Data and
Waiver Requests Submitted on September 20, 2001

Submission History

The firm previously submitted (9/20/01) acceptable fasting and fed studies on the 15 mg
strength, dissolution testing data on all strengths with waiver requests for the 30 mg and 45 mg
strengths. The application was determined to be mcomplete per the following dissolution
deficiency (11/30/01 review by J. Chaney):

Deficiency

e The firm’ sampling times were In view of the FDA specification of
NLT ___ dissolved in 15 minutes and the rapid dlssolutlon the following sampling times
would be more appropriate: 5, 10, 15, and 20 minutes

» The firm used 0.01 N HCI as the medium. The FDA recommended medium is 0.1N HCI.

e The dissolution testing was unacceptable.

Firm’s Response to Deficiency
The firm has submitted dissolution data obtained by the recommended FDA method, employing
the recommended medium and sampling times.

Reviewer’s Comment on Current Submission

e The results of the dissolution testing are satisfactory.

e The mean percent dissolved at 10 minutes (the second sampling time) is 88% or
greater for all three strengths of the test products. Therefore, calculation of f, values
was not pertinent.

RECOMMENDATIONS

1. The single-dose, fasting bioequivalence study and the single-dose post-prandial
bioequivalence study conducted by Amide Pharmaceutical, Inc. on the test product,
mlrtazapme tablet 15 mg, lot RBR-955, comparing it with the reference product,
Remeron® tablet 15 mg, 1019359054 manufactured by Organon have previously been
found acceptable by the Division of Bioequivalence. The studies demonstrate that the
test product, Amide Pharmaceutlcal s mirtazapine tablet 15 mg, is bioequivalent to the-
reference product, Remeron® tablet 15 mg, under fasting and non-fasting conditions.

2. The in-vitro dissolution testing conducted by Amide Pharmaceutical, Inc. on its
mirtazapine tablets, 15 mg, 30 mg and 45 mg, has been found acceptable.

The dissolution testing should be incorporated into firm’s manufacturing controls
and stability programs. The dissolution testing should be conducted in 900 mL of



0.1N HCl at 37°C using USP apparatus Il (paddle) at 50 rpm. The test products
should meet the following specifications:

Not less than —~ (Q) of the labeled amount of mirtazapine in the dosage
form is dissolved in 15 minutes.

The formulations for the 30 mg and 45 mg tablets are proportionally similar to the 15 mg
tablet, which underwent acceptable bioequivalency testing. The waivers of in vivo
bioequivalence study requirements for the 30 mg and 45 mg tablets of the test product
are granted The 30 mg and 45 mg test tablets are therefore deemed bioequivalent
Remeron®30 mg and 45 mg tablets manufactured by Organon.

From the bioequivalence point of view, the firm has met the requirements of in vivo

bioequivalency and in vitro dissolution testing and the application is acceptable.

PN P 2

L N |
V § A (/
James E. Chaney, Ph.fD@l
Division of Bioequivalence -
Review Branch |

RD INITIALED YCHuang / l )

FT INITIALED YCHuanc | S/ - Cute / 30 / TV
- - //7 Vs

Cornicur , _ Date //3/ ///5‘ Z_

Dale P. Conner Pharm. D !
Director, Division of Bioe UI nce

JEC/013002
VAFIRMSAM\AMIDE\LTRS&REV\76241A102.doc



TABLE 1. DISSOLUTION TESTING

Test Products: Mirtazapine Tablets
Dose strengths: 15 mg, 30 mg and 45 mg

Reference Products: Remeron® Tablets, 15 mg, 30 mg and 45 mg

Methodology Used By Firm:

USP XXIV apparatus: 2 (Paddle)
Medium: 0.1N HCI
Temperature: 37°C

Volume: 900 mL

Rpm: 50

Detection: ~—

Resuits Of Dissolution Testing (% Dissolived In Minutes)
Sampling time Test product Reference Product
(min) Mirtazapine Tablets Remeron® Tablets
15 mg, Lot # RBR-955 15 mg, Lot # 1019359054
Mean | Range %CV | Mean l Range %CV
5 73 14 65 18
10 93 ——— 3 93 S 7
15 96 L 2 98 e 2
20 97 oo 2 99 - 1
30 98 . e 1 100 S L
Sampling time Test product Reference Product
{min) Mirtazapine Tablets Remeron® Tablets
30 mg, Lot # RBR-356 3G mg, Lot # 849345469
Mean | Range %CV | Mean Range %CV
5 60 —— | 25 43 o 32
10 - 90 5 82 i 12
15 93 i 4 95 R 6
20 95 iy 3 99 J—— 2
30 97 J— 2 100 J— 1
Sampling time Test product Reference Prc
{min) Mirtazapine Tablets Remeron® Tablets
45 mg, Lot # RBR-957 45 mg, Lot # 109298374
Mean | Range %CV | Mean | Range %CV
5 74 e 13 23 ' 34
10 88 — 4 61 24
15 91 — 3 88 7
20 92 greasnn 3 95 4
30 94 I, 2 99 2




BIOEQUIVALENCY COMMENTS
ANDA: 76-241 APPLICANT: Amide Pharmaceutical, Inc.

DRUG PRODUCT: Mirtazapine tabléts, 15 mg, 30 mg and 45 mg

The Division of Bioequivalence has completed its review and has no further questions at
this time.

We acknowledge that the following dissolution testing has been incorporated into your
stability and quality control programs:

The dissolution testing should be conducted in 900 mL of 0.1 N HCI, at 37 °C
using USP Apparatus Il (Paddle) at 50 rpm. The test product should meet the
following specifications:

Not less than —(Q) of the labeled amount of mirtazapine in the dosage form is
dissolved in 15 minutes.

Please note that the bioequivalency comments provided in this communication are
preliminary. These comments are subject 10 revision after review of the entire
application, upon consideration of the chemistry, manufacturing and controls,
microbiology, labeling, or other scientific or regulatory issues. Please be advised that
these reviews may result in the need for additional bioequivalency information and/or
studies, or may result in a conclusion that the proposed formulation is not approvable.

Sincerely yours,

s/

Dale P. Conner, Pharm. D.

Director, Division of Bioequivalence
Office of Generic Drugs

Center for Drug Evaluation and Research

i



CC: ANDA 76-241
ANDA DUPLICATE
DIVISION FILE
FIELD COPY
DRUG FILE

200 Z./
HFD-652/ J. Chaney gl "’/3 ‘

HFD-652/ Y. Huang
HFD-617/ K. Scardma

HFD-650/ D. Conner % /%//o
VAFIRMSAMMAMIDEALTRS&REW76241A102.doc

BIOEQUIVALENCY — ACCEPTABLE Submission date: January 7, 2002
STUDY AMENDMENT (STA) Strengths: 15 mg, 30 mg and 45 mg
ol ¢ Outcome: AC
NOTE:
AC - Acceptable UN - Unacceptable
NC - No Action IC - Incomplete

Outcome Decision: Incomplete

WINBIO COMMENT:

The firm has met the requirements of in vivo bioequivalency and in vitro dissolution testing and
the application is acceptable.

APPEARS THIS WAY
ON ORIGINAL



OFFICE OF GENERIC DRUGS
DIVISION OF BIOEQUIVALENCE

ANDA # 76-241 SPONSOR : Amide Pharmaceutical, Inc.
DRUG AND DOSAGE FORM: Mirtazapine Tablets
STRENGTH(S): 15 mg, 30 mg, 45 mg
TYPES OF STUDIES: Fastlng postprandlal and dissolution
CINICAL STUDY SITE;

A TR A VA Y ETIR  t

ANALYTICAL SITES: s

2N

STUDY SUMMARY: Fasting and postprandial studies are acceptable

DISSOLUTION: Acceptable.

DSI INSPECTION STATUS

Inspection needed: _No___. Inspection status: Inspection results:
First Generic __No Inspection requested: (date)

New facility _No Inspection completed: (date)

For cause

Other

PRIMARY RE\@E’R’: James Chaney = BRANCH: |
INITIAL: > ' DATE: __ /59?2 —

TEAM LEADER: . Yih-Chain Huang BRANCH: | _
INITIAL: (]/ A DATE: __ /3¢ [ro0

DIRECTOR, DIVISION OF BIOEQUIVALENCE: DALE P. CONNER, Pharm.D.
INITIAL : 45754, DATE: //3; /o 2—




Mirtazapine Tablets Amide Pharmaceutical, Inc.

15 mg, 30 mg and 45 mg Little Falls, NJ
ANDA 76-241 ‘ Submission Date:
Reviewer: James Chaney September 20, 2001

VAFIRMSAM\AMIDE\LTRS&REV\76241sdw901.doc

Review of Two Bioequivalence Studies, Dissolution Data and Two Waiver Requests
(Electronic Submission)

l. Introduction

Indication: Mirtazapine is a noradrenergic and specific serotonergic antidepressant indicated for

the treatment of depression.

Type of Submission: Original

Contents of Submission:

~ e Fasting and non-fasting studies on the 15 mg tablet.

e Dissolution data on 15 mg, 30 mg and 45 mg tablets.

e Waiver requests on the 30 mg and 45 mg strengths.

RLD: Remeron® (Mirtazapine) tablets are available in three strengths: 15 mg, 30 mg and 45 mg.

The Orange Book (Electronic 2001) lists Remeron® 15 mg tablet manufactured by Organon as

the reference listed drug (NDA 20415, JuIy 14, 1996). Mirtazapine tabiets are also available as

orally disintegrating tablets, Remeron SolTab™ 15 mg, 30 mg and 45 mg strengths (NDA 21-

208) manufactured by Organon.

Recommended Dose: The recommended starting dose for Remeron® (mirtazapine) Tablets is

15 mg/day, administered in a single dose. In the controlled clinical trials establishing the

antidepressant efficacy of Remeron® the effective dose range was generally 15-45 mg/day.

First Generic: No

Financial Disclosure: Form FDA 3454 was submitted. The firm has no conflict of interest with

the investigators.

Bioequivalence Requirements for ertazapme

The current BE requirements for Mirtazapine are for the conduct of a single dose fasting and a

single dose nonfasting study on the 15 mg tablet with analysis of only the parent drug. Currently,

the Division of Bioequivalence recommends the following for bioequivalence studies on

mirtazapine:

e Conduct both fasting and non-fasting studies to establish bioequivalence.

e Measurement of plasma racemate levels of mirtazapine only for bioequivalence assessment.

e Quantitation of the metabolites of mirtazapine for the bicequivalence studies is not
recommended. )

il. Background

Pharmacokinetics:

After an oral dose of mirtazapine, the Tmax is reached in about 2 hours. It undergoes gut wall
and liver first-pass metabolism. The elimination half-life is about 20-40 hours. Mirtazapine
displays linear kinetics over the dosing range of 15-80 mg/day.

Food Effect:

- Food has little effect on plasma mirtazapine levels, but does delay Tmax.

Metabolites:

The major metabolites of mirtazapine are not very active, and are of little clinical importance.



As indicated in the NDA 20-415 review, only N-demethyl mirtazapine was found to be
pharmacologically active and at very low levels in human plasma. Therefore the quantitation of
metabolites of mirtazapine is not requested for the BE studies.

11l. Single-dose Fasting Bioequivalence Study on the 15 mg Strength

Study Information

STUDY FACILITY INFORMATION
Clinical Facility: :
Medical Director:
Scientific Director: ——
Clinical Study Dates: 04/14/01 to 05/09/01
Analytical Facility
Principal Investigator:
Analytical Study Dates: 05/10/01 to 05/23/01 '
Storage Period: The maximum time samples were stored frozen from the first day of
collection (4/15/01) to the last day of analysis (5/23/01) was 38 days.
The validated frozen plasma stability is 171 days.

TREATMENT INFORMATION

Treatment ID: A B
Test or Reference: T R
Product Name: v ’ Mirtazapine ' Remeron®
Manufacturer: Amide Pharmaceutical, Inc. Organon, Inc.
Manufacture Date: Mar-01 N/A
Expiration Date: “NA Mar-03
ANDA Batch Size: —_— N/A
Full Batch Size: —_— N/A
Batch/Lot Number: RBR-955 ’ 1019359054
Potency: 100.0% ' 100.2%
Content Uniformity: 100.9 (98.9-102.8) 1. 2%CV 101.0 (99.4-102.9) 1.5%CV
Strength: 15 mg ~ 15mg
Dosage Form: Tablet : Tabiet
Dose Administered: 15 mg 15 mg
Study Condition: : Fasting Fasting
Length of Fasting: Overnight Overnight
RANDOMIZATION DESIGN
Randomized: Y Design Type: Crossover
No. of Sequences: 2 Replicated Treatment Design: N
No. of Periods: 2 Balanced: Y
No. of Treatments: 2 Washout Period: 21 days

AB: 2, 3,5,6,9, 10,12, 14, 17, 19, 20, 23, 24, 26, 27, 29, 33, 35, 37, 39, 41, 42, 45
BA1,4,7, 8, 11,13, 15, 16, 18, 21, 22, 25, 28, 30, 31, 32, 34, 36, 38, 40, 43, 44, 46



Demographics of the 46 Enrolled Subjects
Age (yrs): 32.5+8.0(19-44)

Age Group
<18 yrs
18-39 yrs
40-64 yrs
65-75 yrs
>75vyrs
Female
Male
Asian
Black
Caucasian
Hispanic

Sex

Race

0
34 (74%)
12 (26%)

0
0
0
46 (100%)
0

1(2%)

44 (96%)
0

Other (Mulatto)1 (2%)
Weight (Ibs): 164.6+13.8 (138-193)
Height (in): 68.9+2.0(64.6-74.0)

DOSING

SUBJECTS :
Single or Multiple Dose:  Single IRB Approval: Y
Steady State: N Informed Consent Obtained: Y
Volume of Liquid Intake: 240 mL No. of Subjects Enrolled: 46
Route of Administration: Oral - No. of Subjects Completing: 45
Dosing Interval: N/A No. of Subjects Plasma Analyzed: 44*
Number of Doses: N/A No. of Dropouts: 1
Loading Dose: N/A Sex(es) Included: Male
Steady State Dose Time: N/A Healthy Volunteers Only: Y
Length of Infusion: N/A No. of Adverse Events: 115

*per protocol

Dietary Restrictions:

Activity Restrictions:

Drug Restrictions:

Blood Sampling:

No alcohol- or xanthine-containing foods/beverages 24hrs pre-dose
and throughout the period of sample collection. No grapefruit-
“containing beverages/foods for 10 days pre-dose and throughout
the entire study.

Subject were seated in bed and remained in bed for the first 4hrs
post-dose. In case of adverse events subjects were placed in
appropriate position or permitted to lie down on their right side.
No strenuous activity at any time during the study.

No medication (including over-the-counter products but not including
vitamins for non-therapeutic indications) ) for the 7 days preceding
the study. ‘

Pre-dose and at the following times post-dose (7 mL): 0.25, 0.5, 0.75,
1,1.25,1.5, 2,25, 3,4,6, 8,10, 12, 16, 24, 36, 48, 72 and 96 hours



Study Results

1) Clinical

Adverse Events:

The adverse reactions included burning eyes, bruise below venipuncture site, burning
sensation in upper abdominal area, difficulty in concentrating, disorientation, dizziness, dry
mouth, dry throat, feels hot, sleepiness, headache, fast heart beat, lower back pain,
muscle pain in right shoulder, nausea, numbness, pain in legs, pain in thighs, pain in
muscles all over the body, pain in the scalp area, rash lower right back side, rash on lower
abdomen, sore throat, drunk feeling and vomiting.

A total of 121 adverse events (50 following test product and 71 following reference
product) were experienced by 43 subjects during the study. Of these events, 40 (20
following test product and 20 following reference product) were judged to have a definite
association with the study drug. Forty-five events (23 following test product and 22
following reference product) were judged to have a probabie association with the study .
drug. Twenty-two (3 following test product and 19 following reference product) were
judged to have a possible association with the study drug. Eight (3 following test product
and 5 following reference product) were judged to have a remote association with the
study drug and 6 were judged to be unrelated to the study drug. The adverse events were
mrId or moderate in severity.

Protocol Deviations:

Vital signs were measured while subjects were in a supine posmon (reason not recorded)
- Subject No. 25's 2-hour vital signs in Period 1.

- Subject No. 36’s 4-hour vital signs in Period 1 and 2-hour vital signs in Perrod 2.

- Subject No. 46’s 4-hour vital signs in Period 1.

Subject No. 25 consumed a cup of coffee (8 ounces) 1.9 days post-dose in Period 1.

Post-dose blood samples were taken within 2 minutes of their scheduled times except as otherwise
reported.

None of the above deviations would compromise the study integrity.

Dropouts:

SUBJECT NO.: 46

REASON: " Adverse events
PERIOD: 1

REPLACEMENT: N
2) Analytical (Not to be Released Under FOI)

Description of Analytical Method Validation

Analyte: .
Assay Method: e e
Matrix: s

Internal Standard: e
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DURING STUDY ASSAY VALIDATION FOR FASTING STUDY L

to anomalous PK values (see Comments On Fastfng Study).
Comments: The analytical method is acceptable.

3) Pharmacokinetics:

Mean Plasma Concentrations: Table 1, Figure 1
Pharmacokinetic Parameters: Tables 2, 3 and 3a
90% Confidence Intervals: LAUCO-t 99.1-107.3%
LAUCO-inf 99.1-106.8%
LCmax .102.6-118.3%
Arith. Mean AUCT/AUCI Ratios: Test 0.93 (0.86-0.97), 2%CV
Ref 0.93 (0.87-0.97), 2%CV
Arith. Mean T/R Ratios: AUCO-t 1.04 (0.75-1.36), 15%CV
AUCO-inf 1.04 (0.74-1.33), 14%CV
» Cmax 1.15 (0.57-1.94), 29%CV
Root MSE: LAUCO-t. 0.111153
LAUCO-inf 0.104450
LCmax 0.197834

Comments On Fasting Study:

1. The reviewer recalculated pharmacokinetic parameters and 90% confidence intervals.
The reported values are in satisfactory agreement with those obtained by the reviewer.



2. There was no observation of a first measurable drug concentration as Cmax.

3. Three subjecfs (subjects 2, 6 and 22 of period 1) had pre-dose drug concentrations
greater than 5% of their Cmax values. These three subjects were deleted from the data
set per the BA/BE General Guidance.

4. Of the 1848 samples only 19 (1%) were reassayed by the firm due to anomalous PK
values. Upon re-assay all 19 samples gave resuilts which were reported and all 19
reported values were different from the original analysis values.

5. Following deletion of the above three subjects with significant pre-dose values there
remained 16 of 1722 samples (1%) which the firm had reassayed to give values different
from the original analysis. The reviewer substituted the original analytical values into the
data set, statistically reanalyzed the data and found that the log-transformed 90%
confidence intervals for LAUCT, LAUCI and Cmax changed only slightly and remained
within the range of 80-125%.

6. The fasting study is acceptable.

V. Single-dose Post-Prandial Bioequivalence Study on the 15 mg Strength
A. Study Information

STUDY FACILITY INFORMATION
Clinical Facility: -
Medical Director:
Scientific Director:
Clinical Study Dates: 06/02/01 to 06/27/01
Analytical Facility b : ¥
Principal Investigator: .= —-
Analytical Study Dates: 06/29/01 to 07/12/01
Storage Period: The maximum time samples were stored frozen from the first day of
collection (6/3/01) to the last day of analysis (7/12/01) was 39 days.
The validated frozen plasma stability is 171 days.

TREATMENT INFORMATION

Treatment ID: A B

Test or Reference: a T , R

Product Name: Mirtazapine Remeron®
Manufacturer: _ Amide Pharmacedutical, Inc. Organon, Inc.
Manufacture Date: 3/1/01 N/A
Expiration Date: N/A . N/A
Batch/Lot Number: RBR-955 1019359054
Strength: ' 15 mg 15 mg
Dosage Form: tablet Tablet

Dose Administered: 15 mg 15 mg
Study Condition: - Fed Fed

Length of Fasting: overnight Overnight
Standardized Breakfast: Y Y
Standardized Lunch: Y ' Y

Standardized Dinner: Y Y



RANDOMIZATION DESIGN

Randomized:

No. of Sequences:
No. of Periods:
No. of Treatments:

AB:3,5,6
BA: 1,2, 4, 0, 13

Y Design Type: Crossover
2 " Replicated Treatment Design: N

2 Balanced: N

2 Washout Period: 21 days

,7,9,11,12,16, 17
8,1

14, 15,18

Demographics of the 18 Enrolled Subjects
Age (yrs): 30.615.2(22-40)

-Age Group
<18 yrs
18-39 yrs
40-64 yrs
65-75 yrs
> 75 yrs
Sex Female
Male
Race Asian
Black
Caucasian
Hispanic

0

17 (94%)
1 (6%)

0

0

0

18 (100%)
0

1 (6%)
17 (94%)
0

Other (Mulatto)1 (2%)
Weight (Ibs): 163.8+16.6 (133-195)
Height (in): 68.2+3.0(63.0-74.4)

DOSING SUBJECTS

Single or Multiple Dose:  single IRB Approval: Y
Steady State: N ' Informed Consent Obtained: Y
Volume of Liquid Intake: 240 mL No. of Subjects Enrolled: 18
Route of Administration: oral No. of Subjects Completing: 16
Dosing Interval: hr No. of Subjects Plasma Analy 16
Number of Doses: N/A No. of Dropouts: 2
Loading Dose: mg Sex(es) Included: : male
Steady State Dose Time: N/A Healthy Volunteers Only: Y
Length of Infusion: == N/A No. of Adverse Events: 38

Dietary Restrictions:

Activity Restrictions:

Drug Restrictions:

No alcohol- or xanthine-containing foods/beverages 24hrs pre-dose &
throughout period of sample collection. No grapefruit-containing
foods/beverages 10 days pre-dose and throughout the entire study.
Subjects were seated in bed and remained in bed for the first 4hrs
post-dose. In case of adverse events subjects were placed in an
appropriate position or were permitted to lie down on their right side.
No strenuous activity at any time during the study.

No medication (including over-the-counter products, but not including
vitamins taken for non-therapeutic indications) for the 7 days
preceding the study.

Blood Sampling Times: 0,0.5,0.75, 1, 1.25, 1.5, 2, 2.5, 3 3.5,4,5,6,8,10,12,

16, 24, 36, 48, 72, 96,



Study Results

1) Clinical
Adverse Events:
The adverse reactions included abdominal pain, burning sensation in upper abdominal area,

convulsions, dizziness, fainting, drowsiness, sleepiness, itchiness, muscle pain from left hip to
front of left knee, numbness, pain in the right shoulder, redness, right chest pain, bloated feeling

after eating and tiredness.

A total of 39 adverse events (18 following test product and 21 following reference product) were
experienced by 15 subjects during the study. Of these events, 28 (11 following test product and 17
following reference product) were judged to have a definite association with the study drug Three
(all following test product) were judged to have a probable association with the study drug. Seven
(3 following test product and 4 following reference product) were judged to have a possible
association with the study drug. These events were mild or moderate in severity.

Protocol Deviations: _
Post-dose blood samples were taken within 2 minutes of their scheduled times except as otherwise

reported.

None of the above deviations would compromise the study integrity.

Dropouts:

SUBJECT NO.: 13 18

REASON: ~ Adverse events Positive drug screen (cannabinoids)
PERIOD: 1 2

REPLACEMENT: - - N N

Of the 18 subjects who began this study, 16 completed both phases. Subject No..13 was
withdrawn from the study due to adverse events after his 24-hour blood draw in Period 1 and
Subject No. 18 was withdrawn due to a positive drug screen for cannabinoids prior to dosing in

Period 2.

2) Analytical (Not to be Released Under FOI)

Within-Study Bioanalytical Method Validation _
Analytical method and Pre=Study Assay Validation are same as for fasting study.

DURING STUDY ASSAY VALIDATION

—
E

En s

R ——



—

Comments:
The analytical method is acceptable.

3) Pharmacokinetics:

Mean Plasma Concentrations: Table 4, Figure 2

Pharmacokinetic Parameters: Tables 5 and 6

Arith. Mean AUCT/AUCI Ratios: Test 0.94 (0.89-0.97), 2%CV
Reference 0.92 (0.85-0.96), 3%CV

Arith. Mean T/R Ratios: AUCO-t 1.06 (0.84-1.34), 12%CV
AUCO-inf 1.02 (0.85-1.20), 12%CV
Cmax 0.95 (0.58-1.27), 21%CV

Comments on Nonfasting Study:

e There were no measurable drug concentrations at O hr. There was no observation of
first measurable drug concentration as Cmax. _

e The point estimates for AUCt; AUCI, Cmax are within the acceptable limits of 80-
125%. : ‘

o The firm reported that 90% confidence intervals for log transformed AUCO-t, AUCO-
inf, and Cmax are within acceptable limits of 80-125%, but they are not currently
required by DBE for food studies.

» Pharmacokinetic parameters calculated by the reviewer are in satisfactory
agreement with firm's calculations. '

Conclusion: The nonfasting bioequivalence study is acceptable.

V. Formulation

e Formulation information is provided in Table 7.
All inactive ingredients in the formulation were present at or below the levels cited in the FDA
Inactive Ingredient Guide (1996) for approved drug products.

¢ The formulation for the 30 mg and 45 mg mirtazapine tablets are proportionally similar to that
of the 15 mg strength per definition 1 in BA/BE Guidance for Industry for Orally Administered
Drug Products issued on October 27, 2000.

10



V. Dissolution

A. Dissolution Method Used by Firm
No. Units Tested: 12 tablets

USP XXIV apparatus: 2 (Paddle)

Medium: 0.01N HCI

Temperature: 37°C

Volume: 900 mL

Rpm: 50

Sampling Times: ~=————- e
Tolerance: NLT — (Q) in 30 min

B. Results

Dissolution data are presented in Table 8.

The dissolution testing was conducted by Amide Pharmaceutical, Inc. Greater than "—, of the
drug was dissolved at the second sampling time for all strengths of the test and reference
products.

C. Comments: )

e The firm’ sampling times were " -—————="""==_ |n view of the FDA specification of
NLT — dissolved in 15 mlnutes and the rapid dissolution the following sampling times
would be more appropriate: 5, 10, 15, and 20 minutes

e The FDA recommended medium is 0.1N HCI. The firm used 0.01 N HCI as the medium.

e The dissolution testing is unacceptable. '

VL RECOMMENDATIONS:

1. The single-dose, fasting bioequivalence study and the single-dose post-prandial
bioequivalence study conducted by Amide Pharmaceutical, Inc. on the test product,
mirtazapine tablet 15 mg, lot RBR-955, comparing it with the reference product,
Remeron® tablet 15 mg, 1019359054 manufactured by Organon have been found
acceptable by the Division of Bioequivalence. The studies demonstrate that the test
product, Amide Pharmaceutical’'s mirtazapine tablet 15 mg, is bioequivalent to the
reference product, Remeron® tablet 15 mg, under fasting and non-fasting conditions.

2. The in-vitro dissolution testing conducted by Amide Pharmaceutical, Inc. on its
mirtazapine tabletsL_15 mg, 30 mg and 45 mg, is not acceptable.

The dissolution testing should be conductéd in 900 mi of 0.1N HCL at 37°C using USP
apparatus |l (paddle) at 50 rpm with sampling at 5, 10, 15, and 20 minutes.

3. The formulations for the 45 mg and 30 mg tablets are proportionally similar to the 15 mg .
tablet, which underwent bioequivalency testing. The waivers of in vivo bioequivalence
study requirements for the 45 mg and 30 mg tablets of the test product are pending
acceptable dissolution testing.

4. From the bioequivalence point of view, the application is incomplete per the dissolution
deficiency.

11
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Mirtazapine Tablets, 15 mg, 30 mg and 45 mg, Amide Pharmaceutical, Inc., ANDA 76-241
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TABLE 1. ARITHMETIC MEAN PLASMA MIRTAZAPINE CONCENTRATIONS
[NG/ML] (CV%) VERSUS TIME IN 44 SUBJECTS UNDER FASTING CONDITIONS

TIME TEST REFERENCE RATIO
(HR) TREATMENT A TREATMENT B (A/B)%
0 0.0000 (0.0) 0.0000 _ (0.0) N/AP
0.25 0.0000 (0.0) 0.0000 _ (0.0) N/AP
05 2.9461 (157.2) |1.6020  (146.6) 183.9
075 14.9724 (83.1) 104571 (76.5) 1432
1 26.7077 (44 6) 232498  (51.0) 114.9
1.25 31.9340 (39.2) 284770 (37.1) 112.1
15 31.9516 (29.4) 29.7561  (26.2) 107 4
2 29.1430 (25.4) 28.8887  (23.4) 100.9
2.5 26.7871 (26.8) 261111 (23.3) 102.6
3 24.4176 (25.3) 236104 (20.7) 103.4
4 21.0593 (27.3) 20.5867 (22.6) 1023
6 14.5558 (28.0) 13.9165  (21.7) 104.6
8 11.1599 (27.2) 10.8509  (23.4) 102.8
10 8.0926 (28.4) 7.7370  (22.8) 104.6
12 6.6998 (30.9) 6.3186 _ (23.9) 106.0
16 4.9299 (31.1) 47785  (24.5) 103.2
24 3.3314 (34.2) 32640  (27.3) 102.1
36 2.0486 (45.2) 19775  (33.2) 103.6
48 1.3096 (49.3) 1.2658  (45.1) 1035
72 05176 (101.8)  |0.4647  (103.8) 111.4
96 0.1416 (214.5) |0.1703 _ (183.7) __ |83.1

APPEARS THIS wAY
GN ORIGINAL
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TABLE 2. MIRTAZAPINE ARITHMETIC MEANS (CV%) OF PHARMACOKINETIC
PARAMETERS IN 44 SUBJECTS UNDER FASTING CONDITIONS

PK PARAMET [N | TEST N |REFERENCE RATIO

TREATMENT A |TREATMENT B  |(A/B)%
AUC(0-1) 44 [3146  (322) [44 [3012 (26.9) [104.4
[ngehr/mL]

AUC(0-inf) 44 1336.3 (31.7) 44 1323.3 (26.8) 104.0
[ngehr/mL]

44 136.9160 (30.0) 44 |33.3417 (26.7) 110.7

_|Cmax
[ng/mL]
Tmax [hr] 44 11.551 (37.7) |44 (1648 (31.9) |94.1
kel [1/hr] 44 10.04002 (41.1) - |44 |0.03886 (36.7) |103.0

Half-life [hr] 44 119.851 (36.0) 44 20.291 (36.1) 97.8

TABLE 3. FASTING IN VIVO BIOEQUIVALENCE STUDY, GEOMETRIC LSMEANS
AND 90% CONFIDENCE INTERVALS FOR PHARMACOKINETIC PARAMETERS,
N=44

_ TEST REFERENCE ]
PK PARAMETER TREATMENT A [TREATMENT B f,‘(?;{f,f, 90% C.1.
AUC(T) [ng.hrimil]  299.8 2909 103.1 55.1-107.3
AUC() Ing hr/mL] 3213 312.4 102.8 99.1-106.8
Cmax [ng/mL] 35.44 3216 110.2 102.6-118.3

TABLE 3a. FASTING IN VIVO BIOEQUIVALENCE STUDY, GEOMETRIC LSMEANS
AND 90% CONFIDENCE INTERVALS FOR PHARMACOKINETIC PARAMETERS
UPON REVIEWER’S STATISTICAL ANALYSIS FOLLOWING DELETION OF 3
SUBJECTS AND SETTING REASSAYED VALUES TO THE ORIGINAL VALUES,
N=41.

TEST REFERENCE .
PK PARAMETER TREATMENT A [TREATMENT B m;;% 90% C.I.
AUC(T) [ng.Ar/mL] 302.4 5G5.2 102 57.6-107 3
AUC(1) [ng.hr/mL] 308.5 301.4 02 97.7-107.2
Cmax [ng/mL] 35.19 32.31 109 101.3-117.1

15



TABLE 4. ARITHMETIC MEAN MIRTAZAPINE PLASMA CONCENTRATIONS
[NG/ML] (CV%) VERSUS TIME IN 16 SUBJECTS - FED

TIME |TEST REFERENCE . RATIO
(HR) |TREATMENT A TREATMENT B (A/B)%
0 0.0000  (0.0) _ |0.0000 (0.0) N/AP
0.5 06301  (330.1) 1.0011 T(280.5)  |62.9
0.75 |2.4330  (164.9)  |4.0016 (215.1) _ |60.8
1 7.0014  (120.2)  |8.1388 (157.2) _ |86.0
125 |10.5448  (80.4) 9.8897 (118.7) 106.6
15 15.8446  (66.3) 13.8343 (98.3) 114 5
2 216400 (44.7) 17.3025 (62.4) 1251
25 233817  (39.5) _ |21.0444 (39.5) 1111
B [2439%1 (32.2) 212649 (30.3) 114.7
35 23.0719  (32.2) 22.8413 (28.9) 101.0
4 239490 (27.9) 24.0447 (28.2) 996
5 218851  (27.0) 24.6139 (41.5) 88.9
6 16.9714  (28.5) 18.3384 (32.4) 92.5
8 12.8161  (29.3) 13.1761 (33.6) 97.3
10 94228  (25.9) 9.7063 (32.8) 97 1
12 8.1146  (26.7) 7.8733 T (31.1) 103.1
16 53173 (31.4) 5.3947 (30.8) 98.6
24 36640  (27.7) _ |3.7469 (31.9) 97.8
36 32098  (89.3) 2.3169 (36.7) 1385
48 1.6085  (36.2) 1.4969 (43.0) 107.5
72 0.6950  (64.6) 0.5897 (106.7) 117.9
96 0.1987  (155.7) _ |0.1973 (186.0) 100.7

APPEARS THIS way
ON ORIGINAL
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TABLE 5. MIRTAZAPINE ARITHMETIC MEANS (CV%) OF PHARMACOKINETIC
PARAMETERS IN 16 SUBJECTS UNDER FED CONDITIONS

PK PARAMET|N |TEST N |REFERENCE RATIO
TREATMENT A TREATMENT B [(A/B)%

AUC(0-t) 16 [340.7 (27.8) [16 [323.9 (28.7) [105.2

[ngehr/mL]

AUC(0-inf) 15 |353.6 (26.9) (16 [3504 (28.0) |100.9

[ng=hr/mL]

Cmax 16 [29.0265 (24.6) |16 [30.9735 (24.7) |93.7

[ng/mL]

Tmax [hr] 16 [3.313 (36.9) [16 [3.281 (44.8) [101.0

kel [1/hr] 15 [0.03488 (23.8) |16 |0.03710 (29.6) |94.0

Half-life [h] |15 |20.90 (22.8) |16 [2024 (28.8) |103.3

TABLE 6. POST-PRANDIAL IN VIVO BIOEQUIVALENCE STUDY, GEOMETRIC MEAN
LEAST-SQUARES MEAN PK VALUES

PK PARAMETER [N FED TEST (A) N FED REFERENCE (B) RATIO (A/B)%
AUC(T) [ng.hr/mL] [16 328.8 16 [314.2 104.7
AUC(I) [ng.hr/mL] [15 3435 16 1340.4 100.9
Cmax [ng/mL] |16 28.21 16 [30.40 92.8

APPEARS THIS WAY
ON ORIGINAL
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TABLE 8. DISSOLUTION TESTING

Test Products: Mirtazapine Tablets

Dose strengths: 15 mg, 30 mg and 45 mg

Reference Products: Remeron® Tablets, 15 mg, 30 mg and 45 mg
Methodology Used By Firm:

USP XXIV apparatus: 2 (Paddle)
Medium; 0.01N HCI
Temperature: 37°C

Volume: 900 mL

Rpm: 50

Detection;: ——

\ Results Of Dissolution Testing {% Dissolved In Minutes)

Sampling time Test product Reference Product
(min) ' Mirtazapine Tablets Remeron® Tablets
15 mg, Lot # RBR-955 15 mg, Lot # 1019359054
L Mean | Range %CV | Mean | Range | %CV
W 92.8 L —— |38 77.7 - ~— 5
R 96.3 2 973 — 3
. 97.4 — 2 101.9 —— 2
e 98.9 —— 101.6 - 1
Sampling time - Test produc . Reference Proc.uc.
(min) '| Mirtazapine Tablets Remeron® Tablets
30 mg, Lot # RBR-956 30 mg, Lot # 849345469
Mean | Range %CV | Mean | Range | %CV
R 92.8 T2 70.3 e 13
L~ 96.6 2 949 4
I} —— 99.2 1 100.3 e 1
S 101.0 ) 4 101.6 T 1
Sampling time Test product Reference Product
(min) Mirtazapine Tablets Remeron® Tablets
45 mqg, Lot # RBR-957 45 mg, Lot # 109298374
Mean | Range %CV | Mean Range %CV
S — 91.7 | 2 60.7 BN 15
|~ 94.1 . 2 94.6 e 5
— 96.9 e 1 100.9 e 2
— 98.6 e 1 103.2 | e— [ 2
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BIOEQUIVALENCY DEFICIENCY

ANDA: 76241 APPLICANT: Amide Pharmaceutical, Inc.
DRUG PRODUCT: Mirtazapine tablets, 15 mg, 30 mg and 45 mg

The Division of Bioequivalence has completed its review. The following
deficiency have been identified:

The dissolution testing was conducted in 0.01N HCL.

The dissolution testing should be conducted in 900 mL of 0.1N HCL at 37°C using USP
Apparatus (Il) at 50 rpm. Dissolution samples should be collected at 5 min, 10 min, 15 min and
20 min.

Sincerely yours,

-~ 7
sl

Dale P. Conner, Pharm. D.

Director, Division of Bioequivalence
Office of Generic Drugs

Center for Drug Evaluation and Research
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CC: ANDA 76-241
ANDA DUPLICATE
DIVISION FILE
FIELD COPY
DRUG FILE

o
HFD-652/ J. Chaney ’/ > 7/7/

HFD-652/ Y. Huang W [1 Qiﬁw"”
HFD-617/ K. Scardina 97@ (.5

HFD-650/ D. Conner yy 30/0/
VAFIRMSAM\AMIDE\LTRS&REW\76241sdw901.doc
BIOEQUIVALENCY — INCOMPLETE Submission date: September 20, 2001
1. FASTING STUDY (STF) 4]« Strength: 15 mg
Outcome: AC
Clinical: 3
Analytical: I |
2. FOOD STUDY (STP) oLk Strength: 15mg-
Outcome: AC
Clinical: ««--nm_w — a’

Analytical: -

A e o AT B sy

3. DISSOLUTION WAIVER (DIW)  Strength: 30 mg
21t Outcome: UN

4. DISSOLUTION WAIVER (DIW) Strength: 45 mg
ej¢ ~ Outcome: UN

=

NOTE: '
AC - Acceptable UN - Unacceptable
NC - No Action IC - Incomplete

Outcome Decision: Incomplete

WINBIO COMMENTS:
The biostudies was found acceptable and the dissolution testing was unacceptable.



BIOEQUIVALENCY COMMENTS

ANDA: 76-241 ' APPLICANT: Amide Pharmaceutical, Inc.

DRUG PRODUCT: Mirtazapine tabiets, 15 mg, 30 mg and 45 mg

The Division of Bioequivalence has completed its review and has no further questions at
this time.

We acknowledge that the following dissolution testing has been incorporated into your
stability and quality control programs:

The dissolution testing should be conducted in 900 mL of 0.1 N HCI, at 37 °C
using USP Apparatus Il (Paddle) at 50 rpm. The test product should meet the
following specifications:

Not less than —— Q) of the labeled amount of mirtazapine in the dosage form is
dissolved in 15 minutes.

Please note that the bioequivalency comments provided in this communication are
preliminary. These comments are subject 1o revision after review of the entire
application, upon consideration of the chemistry, manufacturing and controls,
microbiology, labeling, or other scientific or regulatory issues. Please be advised that
these reviews may result in the need for additional bioequivalency information and/or
studies, or may result in a conclusion that the proposed formulation is not approvable.

Sincerely yours,

ﬂé’

DaIe P. Connel Pharm. D.

T Director, Division of Bioequivalence
Office of Generic Drugs
Center for Drug Evaluation and Research
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OFFICE OF GENERIC DRUGS
DIVISION OF BIOEQUIVALENCE

ANDA # 76-241 SPONSOR : Amide Pharmaceutical, Inc.
DRUG AND DOSAGE FORM: Mirtazapine Tablets
STRENGTH(S): 15 mg, 30 mg, 45 mg
TYPES OF STUDIES: Fasting, postprandial and dissolution
CINICAL STUDY SITE: .

i

ANALYTICAL SITES:  rccrmmmsmmasime

R Rt TS AR TSI 5

STUDY SUMMARY: Fasting and postprandial studies are acceptable

- DISSOLUTION: Acceptable.

DSI INSPECTION STATUS

Inspection needed: _No Inspection status: Inspection results:
First Generic __No Inspection requested: (date)

New facility _No - Inspection completed: (date)

For cause .

Other

PRIMARY RE R: James Chaney - BRANCH: |
INITIAL: @fi DATE: _ /3992 —

/

TEAM LEADER:, Yih-Chain Huang BRANCH: | S
INITIAL: A gr‘l ' DATE: _ /30 /o0

v[ / )

%

7 _
DIRECTOR, DIVISION OF BIOEQUIVALENCE: DALE P. CONNER, Pharm.D.
INITIAL : __ 4% DATE : //3) /o 2~
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EVALUATION AND
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APPLICATION NUMBER:
76-241

ADMINISTRATIVE
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MEMORANDTUM DEPARTMENT OF HEALTH AND HUMAN SERVICES
PUBLIC HEALTH SERVICE
FOOD AND DRUG ADMINISTRATION
CENTER FOR DRUG EVALUATION AND RESEARCH

PEOMPLETED JUN o 0 2002

. DATE: June 12, 2002

‘ -
FROM: Russell Katz, M.D. \%\ Cho Jom
Director T 9
Division of Neuropharmacological Drug Products

SUBJECT : Package Insert Labeling for Approval of
Mirtazapine Abbreviated New Drug Applications

TO: Director, Office of Generic Drugs

The Office of Generic Drugs (OGD) consulted this division
regarding acceptable package insert labeling for generic Remeron
(mirtazapine) tablets. OGD has asked if the generic firms could
carve out the use of Remeron in maintaining a response in
patients with major depressive disorder, without compromising
safety or effectiveness for the remainder of the non-exclusivity
protected uses. This labeling, which was approved on April 9,
2002, was granted 3 years of Hatch/Waxman exclusivity. A meeting
was held to address this issue on June 10, 2002.

The meeting included representatives from The Office of Chief
Counsel, Office of Generic Drugs, and the Division of
Neuropharmacological Drug Products. The recently approved
protected additions to the Remeron labeling, and the proposed
generic carve-outs were discussed. The meeting participants
reviewed each section of the current Remeron package insert and
commented on the impact of each proposed deletion on the safety
and effectiveness of the drug product. The conclusion reached was
that generic firms could carve-out labeling associated with the
“use of Remeron in maintaining a response in patients with major
depressive disorder" without rendering generic products less safe
or effective for all remaining non-protected conditions of use.

Under the approach proposed by OGD and acceptable to this
division, the DOSAGE AND ADMINISTRATION section of the package
.insert for generic Remeron (mirtazapine) will have the following
changes:



Current Remeron Package Insert without carve-out:
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ANDA Labeling with carve-out:

It is generally agreed that acute episodes of depression
reguire several months or longer of sustained
pharmacological therapy beyond response to the acute
episode. It is unknown whether or not the dose of
mirtazapine needed for maintenance treatment is identical to
the dose needed to achieve an initial response. Patients
should be periodically reassessed to determine the need for

maintenance treatment and the appropriate dose for such
treatment.

The INDICATIONS AND USAGE section will have the following
changes:

Current Remeron labeling without carve-out (3rd & 4th

paragraphs) :
T
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ANDA labeling with carve-out (3¥® & 4™ paragraphs) :

The effectiveness of mirtazapine in hospitalized depressed



patients has not been adequately studied. The physician who
elects to use mirtazapine for extended periods should

periodically re-evaluate the long-term usefulness of the
drug for the individual patient.

The CLINICAL PHARMACOLOGY section that addresses the results from
a longer-term study (last paragraph) will be carved-out. The
following are the proposed changes:

Current Remeron labeling without carve-out:

e s T

“««mwww_w,,,_._.MM_M_‘_A,N,.,w-’———f\
i

ANDA Labeling with carve-out:

The above, the last paragraph in the Clinical Pharmacology
section, will be carved ocut.

The ADVERSE REACTIONS and PRECAUTIONS sections of the package
insert for generic mirtazapine will remain the same as that in

the current Remeron labeling, except for the few references to
the long-term study. In addition,

the term “Major Depressive
Disorder” has replaced “depression”.

The Division of Neuropharmacological Drug Products believes that
generic Remeron (mirtazapine)

applications can be approved
without including the maintenance use of this drug product in
major depressive disorder. Omitting the protected text, as
indicated above, will not render the generic products less safe

or effective than the listed drug for all remaining non-protected
conditions of use.
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m l de 101 East Main Street
Little Falls, New Jersey 07424

PHARMACEUTICAL, | , Telephone (973) 890-1440

Fax (973) 890-7980
July 8, 2003

Mr. Gary Buehler
Director

Office of Generic Drugs | N NO. ‘lh mREFNO _& 0ok
CDER, FDA -
Metropark North II N’ ;JPPLFOR_légEéiQ%

7500 Standish Place, Room 150
Rockville, MD 20855

—ir

LABELING AMENDMENT

RE:. ANDA -76-241
Mirtazapine Tablets, 15 mg, 30 mg and 45 mg

Dear Mr. Buehler:
In reference to the our ANDA 76-241 for Mirtazapine Tablets 15 mg,

30 mg ad 45 mg, enclosed please find twelve copies of final printed
labeling.

This supplement is in response to our commitment in our ANDA to
submit final printed labeling.

Please direct any written communications regarding this ANDA to me
at the above address. If you need to call or fax me, my phone
number is 973-890-1440 and 973-890-7980 (fax).

Thank you for your attention to this matter.

Sincerely Yours
AMIDE PHARMACEUTICAL, INC.

L

v

Jasmine Shah, M.S., R.Ph.
Director Regulatory Affairs

Enc.

RECEIVED
JUL 09 2003
OGD/CDER

HiGH QUALITY PHARMACEUTICALS
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m l e 101 East Main Street
. Littie Falls, New Jersey 07424

" PHARMACEUTICAL, INC, Telephone (973) 890-1440

Fax (973) 890-7980

June 11, 2003

Gary Buehler

Director

Office of Generic Drugs

CDER, FDA

Metropark North II

7500 Standish Place, Room 150
Rockville, MD 20855 .

O

o

§

BN
gy Telephone Amendment
4

RE: ANDA - 76-241
Mirtazapine Tablets 15 mg, 30 mg and 45 mg

Dear Mr. Buehler:

Per my telephone conversation with Ms. Radhika Rajgopalan,
Review Chemist, Office of Generic Drugs, enclosed find the
revised analytical method for the API, Mirtazapine. The equation
for the calculation of assay and e e .
per your recommendations. Also, an additional
is added to the ! “method as per update from the
manufacturer. '

method

Please direct any written communications regarding this ANDA
to me at the above address. If you need to call or fax me, my
phone numbers are 973-850-1440 and 973-890-7980 (fax).

Sincerely,
Amide Pharmaceutcial; Inc.

{

Jasmine Shah, MS, R.Ph.
Director Regulatory Affairs

Enc.
RECEIVED
“JUN 1 9 2003
OGD / CDER

HiGH QUALITY PHARMACEUTICALS
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l ¢ 101 East Main Street
B G Little Falls, New Jersey 07424
PHARMACEUTICAL, INC . Telephone (973) 890-1440

Fax (973) 890-7980

May 28, 2003 :
3 NT

Gary Buehlerx ORIC AMENDME

Director

Office of Generic Drugs }

CDER, FDA N/ D

Metropark North II

7500 Standish Place, Room 150

Rockville, MD 20855

MINOR AMENDMENT - FINAL APPROVAL REQUESTED

RE: ANDA - 76-241
Mirtazapine Tablets 15 mg, 30 mg and 45 mg

" Dear Mr. Buehler:

Amide Pharmaceutical, Inc. ("AMIDE") submits a Minor Amendment - °
Final Approval Requested for our pending ANDA Application for
Mirtazapine Tablets.

Amide had received a Tentative Approval on Feb 12, 2003 for our
Mirtazapine Tablets. Amide is requesting final approval based on
the following:

1. Patent number 5,977,099 listed in the Orange Book was deemed
as invalid or not infringed in connection with another
application by Teva Pharmaceutical (ANDA# 76-119). The ANDA
application for Teva was approved on Jan 24, 2003 and the
180-day exclusivity will expire on June 16, 2003. Enclosed
as Attachment I is the Orange Book Listing for Teva and a
copy of their court decision finding the non infringement of
the 099 patent.

2. Organon, the holder of the patent has requested dismisgssal of
its case against Amide concerning Mirtazapine. -Enclosed as
Attachment II is a copy of the motion by Organon to dismiss
the case.

3. No changes to the labeling have been made. since the
tentative approval of the ANDA.

RECEIVED
MAY 2 g 2003

HI16H QUALITY PHARMACEUTICALS

\.N
\g

OGD/ CueR NS

N



Page 2 of 2

May 28, 2003

Gary Buehler

ANDA - 76-241 Mirtazapine Tablets 15 mg, 30 mg and 45 mg
MINOR AMENDMENT -~ FINAL APPROVAL REQUESTED

Please direct any written communications regarding this ANDA to
me at the above address. If you need to call or fax me, my phone
numbers are 973-890-1440 and 973-890-7980 (fax).

Sincerely,
Amide Pharmaceutcial, Inc.

iy

Jasmiri® Shah, MS, R.Ph.
Director Regulatory Affairs

Enc.

)
)

QW



y 4 .
= m l e : 101 East Main Street
8 Little Falls, New Jersey 07424

'PHARMACEUTICAL, INC., Telephone (973) 890-1440

Fax (973) 890-7980

January 14, 2003

Gary Buehler
Director _
Office of Generic Drugs
CDER, FDA
Metropark North II _
7500 Standish Place, Room 150
Rockville, MD 20855
Telephone Amendment

RE: ANDA - 76-241 | URIG AMENDMENT
Mirtazapine Tablets 15 mg, 30 mg and 45 mg h@é&(ﬁ

Dear Mr. Buehler:

Per my telephone conversation with Ms. Nicole Park, Project -
Manager, Office of Generic Drugs, Amide has completed testing of
room temperature stability samples for dissolution test using the
following conditions:

900 ml of 0.1 N HCl, at 37 C using USP Apparatus II (Paddle)
at 50 rpm. Limit: Not less than — (Q) of the labeled
amount of Mirtazapine in the dosage form is dissolved in 15
minutes.

Enclosed in Attachment I is a summary of the dissolution test
results for test using the revised method. Enclosed in
Attachment II is a copy of the updated stability report for
Mirtazapine Tablets 15 mg, 30 mg and 45 mg.

Also, enclosed in Attachment III is a copy of the revised
analytical method for Mirtazapine Tablets 15 mg, 30 mg and 45 mg.

Please direct any written communications regarding this ANDA
to me at the above address. If you need to call or fax me, my
phone numbers are 973-890-1440 and 973-890-7980 (fax).

Sincerely,
Amide Pharmaceutcial, Inc.

Jas ir(llelShah, MS, R.Ph. RECEIVED
Director Regulatory Affairs O(}l JAN 15 2003
e OGD / CDER

HiGH QUALITY PHARMACEUTICALS
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! , e 101 East Main Street
- i & Little Falls, New Jersey 07424

" PHARMACEUTICAL, INC. . T Telephone (973) 890-1440

Fax(973) 890-7980

December 30, 2002

Gary Buehler

Director

Office of Generic Drugs

CDER, FDA

Metropark North II

7500 Standish Place, Room 150
Rockville, MD 20855 :

Telephone Amendment

RE: ANDA - 76-241
Mirtazapine Tablets 15 mg, 30 mg and 45 mg

Dear Mr. Buehler:

Per your letter of December 30, 2002, Amide acknéwledges
that the following dissolution testing will be incorporated in
our stability and quality control program:

The dissolution studies will be conducted in 900 ml of 0.1 N
HCl, at 37 C using USP Apparatus II (Paddle) at 50 rpm. The
test product will meet the following specifications:

Not less than = (Q) of the labeled amount of Mirtazapine
in the dosage form is dissclved in 15 minutes.

Amide affirms to comply with these specifications for all future
testing.

Please direct any written communications regarding this ANDA
to me at the above address. If you need to call or fax me, my
phone numbers are 973-890-1440 and 973-890-7980 (fax).

Sincerely,
Amide Pharmaceutcial, Inc.

Jashwine Shah, MS, R.Ph. RECEIVED
Director Regulatory Affairs
| DEC 3 1 2002
Enc.
OGD/CDER

Hi1GH QUALITY PHARMACEUTICALS



: m ! de 101 East Main Street
Litle Falls, New Jersey 07424

PHARMAC EUT] CAL, | Telephone (973) 890-1440

Fax (973) 890-7980

?\
\ December 19, 2002

Gary Buehler
Director
Office of Generic Drugs — e
CDER, FDA NEW GORRESP
Metropark North II
7500 Standish Place, Room 150
Rockville, MD 20855
AMENDMENT

RE: ANDA - 76-241
Mirtazapine Tablets 15 mg, 30 mg and 45 mg

Dear Mr. Buehler:

As pér my telephone conversation with Ms. Nicole Park, Project
Manager, Office of Generic Drugs for our pending ANDA Application
for Mirtazapine Tablets, enclosed find the following:

1. Revised Exclusivity Certification
2. Copy of the Cover page for the Summons served by Organon

Please direct any written communications regarding this ANDA to
me at the above address. If you need to call or fax me, my phone
numbers are 973-890-1440 and 973-890-7980 (fax).

§incere1y,
Amide Pharmaceutcial, Inc.

Jashine Shah MS, R.Ph.
Director Regulatory Affairs

'Enc.

RECEIVED
DEG 2 02002
OGD / CDER

HicH QUALITY PHARMACEUTICALS



i

\\—"’)&: '!.(
NANE

101 East Main Street
Little Falls, New Jersey 07424

'PHARMACEUHCAL|NC - Telephone (973) 890-1440

Fax (973) 890-7980

December 11, 2002

Gary Buehler "
Director ﬂ&ﬁyEﬂRRESP
Office of Generic Drugs .

CDER, FDA N (‘/
Metropark North II

7500 Standish Place, Room 150
Rockville, MD 20855

PATENT AMENDMENT

RE: ANDA - 76-241
Mirtazapine Tablets 15 mg, 30 mg and 45 mg

Dear Mr. Buehler:

Amide Pharmaceutical, Inc. ("AMIDE") submits a Patent Amendment
for our pending ANDA Application for Mirtazapine Tablets.

In reference to the notice sent to Organon regarding Paragraph IV
Certification, Amide was served with a Complaint for Patent
Infringement (for patent no. 5977099) on January 22,2002. The
Civil Action No. is 02CV0190(FSH). The notice was filed in the
United States District Court For the District of New Jersey and
currently the case is being litigated. Amide will notify the FDA
as soon as a court decision or a settlement is made.

Please direct any written communications regarding this ANDA to
me at the above address. If you need to call or fax me, my phone
numbers are 973-890-1440 and 973-890-7980 (fax).

Sincerely,
Amide Pharmaceutcial, Inc.

Jashiné shah, MS, R.ph.
Director Regulatory Affairs

Enc.

RECEIVED

OEC 1 2 2002

OGD / CDER
HiGH QUALITY PHARMACEUTICALS
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m l e 101 East-Main Street
; Litfle Fails, New Jersey 07424

E PHARMACEUTICAL, INC., Telephone (973) 890-1440

Fax (973) 890-7980
November 8, 2002

Gary Buehler
Director ORIG AMENDMENT

Office of Generic Drugs . /N/
CDER, FDA . AF

Metropark North II
7500 Standish Place, Room 150
Rockville, MD 20855

LABELING AMENDMENT
RE: ANDA -76-241
Mirtazapine Tablets, 15 mg, 30 mg and 45 mg

Dear Mr. Buehler:
In reference to the_labeling deficiency letter dated September

30, 2002 from Ms. Michelle Dillahunt, enclosed please find the
responses as follows:

Labeling Deficiencies:

1. Blister: Ensure that the established name and strength
appear as the most prominent information.

Response: The established name and strength was bolded to appear
as the most prominent information.

Enclosed, please find the revised unit dose blister labels with
the recommended revisions. (Attachment 1)

2. INSERT

Due to changes in the insert labeling of the reference-
listed drug, (Remeron® (NDA 20-415) -Organon, Inc, approved
September 30, 2002), please revise your labeling as
follows: _

The insert labeling is revised- as recommended. Enclosed, please
find the insert comparisons between the previously submitted and
revised insert with differences annotated. (Attachment 2) with
the following changes: '

[ RECEIVED
NOV 1 2 2002

HiGH QUALITY PHARMACEUTICALS OGD/CDER
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November 08, 2002

Mr. Gary Buehler

Labeling Response to letter dated 11/05/02

ANDA 76-241, Mirtazapine Tablets 15 mg, 30 mg and 45 mg

PRECAUTIONS
a. Increased Appetite/Weight Gain
Please add the following sentence as the last sentence;
In an 8-week long pediatric clinical trial of doses
between 15-45 mg/day, 49% of mirtazapine-treated patients
had a weight gain of at least 7%, compared to 5.7% of
placebo treated patients (see PRECAUTIONS-Pediatric Use).
Response: Revised the insert, (PRECAUTIONS-Increased
Appetite/Weight Gain) to add above-mentioned sentence as the
last sentence.
b. Pediatric Use
Please add the following -sentence as the last sentence;
In an 8-week long pediatric c¢linical trial of doses
between 15-45 mg/day, 49 % of mirtazapine-treated patients

had a weight gain of at least 7%, compared to 5.7% of
placebo treated patients.

e O " ? e O

P USSP IE RS

Response: Revised the insert, (PRECAUTIONS-Pediatric Use) to add
above-mentioned sentence as the last sentence.

Enclosed please find twelve (12) copies each of final mock-up
proofs of the insert-and blister. '

Please direct any written communications regarding this ANDA to
-~ me at the above address. If you need to call or fax me, my phone
number is 973-890-1440 and 973-890-7980 (fax).

Thank you for your attention to this matter.

Sincerely Yours
CEUTICAL, INC.

Jasmine Shah, M.S., R.Ph.
Director Regulatory Affairs

Enc.

o
(ol
AW



P l , e 101 East Main Street
5 @ Little Falls, New Jersey 07424

PHARMACEUT'CAL | NC , Telephone (973) 890-1440

Fax (973) 890-7980

January 7, 2002

Gary Buehler

Director

Office of Generic Drugs

CDER, FDA

Metropark North II

7500 Standish Place, Room 150
Rockville, MD 20855

Bioequivalency Amendment

RE: ANDA - 76-241
Mirtazapine Tablets 15 mg, 30 mg and 45 mg

Dear Mr. Buehler:

Per your Bioequivalency Amendment letter, of December 17,
2001, enclosed find comparative dissolution studies in the
recommended media, 900 ml of 0.1 N HCl for all Mirtazapine
Tablets 15 mg, 30 mg and 45 mg.

Please direct any written communications regarding this ANDA
to me at the above address. If you need to call or fax me, my
phone numbers are 973-890-1440 and 973-890-7980 (fax).

Sincerely,
Amide PharmaceutCLal Inc.

o

Jasmine Shah, MS, R.Ph.
Director Regulatory Affairs:

Enc.

HiGH QUALITY PHARMACEUTICALS
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e . 101 East Main Street
Little Falls, New Jersey 07424

2 PHARMACEUTICAL , INC.

Telephone (973) 890-1440
Fax (973) 890-7980

November 9, 2001

Gary Buehler
Director
OCffice of Generic Drugs e
CDER, FDA

Metropark North II

7500 Standish Place, Room 150

Rockville, MD 20855

RE:  ANDA - 76-241 ADDITIONAL INFORMATION
Mirtazapine Tablets 15 mg, 30 mg and 45 mg

Dear Mr. Buehler:

Per my telephone conversation with Ms. Beth Fritsch, of
November 7, 2001, enclosed find the follows:

1. Revised Exclusivity Statement
2. Breakdown of Opadry Components

Please direct any written communications regarding this ANDA

to me at the above address. If you need to call or fax me, my
phone numbers are 973-890-1440 and 273-890-7980 (fax).

Sincerely, AégﬁRFORQP“ gy
- - /8 2\
Amide Pharmaceutcial, Inc. ¢ DFAe :

Jasmine Shah, MS, R.Ph.
Director Regulatory Affairs

Enc.

HIGH QUALITY PHARMACEUTICALS



" PHARMACEUTICAL INC. &Y

i)
@ a\”t@\ 101 East Main Street
] .

! b & . Little Falls, New Jersey 07424

Telephone {973) 890-1440

October 23, 2001 Fax (973) 890-7980

Gary Buehler

Director . hJC;
Office of Generic Drugs

CDER, FDA

Metropark North II

7500 Standish Place, Room 150
Rockville, MD 20855

PAPER AND ELECTRONIC
RE: ANDA - 76-241 ORIGINAL APPLICATION -
Mirtazapine Tablets 15 mg, 30 mg and 45 mg

Dear Mr. Buehler:

Amide Pharmaceutical, Inc. ("AMIDE") submits today an electronic
application ("ANDA") seeking approval to market Mirtazapine
Tablets.

The Original application for this product was submitted to FDA on
September 20, 2001. Enclosed is electronic version of the
application.

Included in the file are:

1. Signed Form 356h

2. Signed certificate stating the data in the electronic
portion of the application is same as the paper copy to the
best of our knowledge.

3. Following Compact diskettes: Two (2) diskettes each consist
of all information required by EVA and Two (2) diskettes
each containing Companion document for CMC and BA/BE

respectively.
4. Corrected pages 055, 2932, 2935, 3013, 3016, 3018, 3329 and
3331 of the original application. {(These are revised due to

typo errors).

Please direct any written communications regarding this ANDA to
me at the above address. If: YO & %egd to call or fax me, my phone
numbers are 973-880-1440 a 9@5? 80 (fax).

Sincerely,
Amide Pharmaceutcial, In OCT 2 5 2001
J5 = " S
) &4},’“ . ﬂ(ﬁ?ﬁ?ﬁ, X

Jasmine Shah MS, R.Ph.
Director Regulatory Affairs

Enc.
HiGH QUALITY PHARMACEUTICALS
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m! e \/9‘% 101 East Main Street
Little Falls, New Jersey 07424

PHARMACEUTICAL, INC,
January 14, 2002

Telephone (973) 890-1440
Fax (973) 890-7980

Gary Buehler NEW CORR‘:SP :
Director J\LC-
Office of Generic Drugs

CDER, FDA

Metropark North II
7500 Standish Place, Room 150
Rockville, MD 20855
PATENT AMENDMENT

RE: ANDA - 76-241
Mirtazapine Tablets 15 mg, 30 mg and 45 mg

Dear Mr. Buehler:

Amide Pharmaceutical, Inc. ("AMIDE") submits a Patent Amendment
for our pending ANDA Application for Mirtazapine Tablets.

Included in the file are:

Signed Form 356h

Amendment to ANDA 76-241 (Notice Provided)
Amendment to ANDA 76-241 (Evidence of Notification)
Amended Patent Certification

s w =

Please direct any written communications regarding this ANDA to
me at the above address. If you need to call or fax me, my phone
numbers are 973-890-1440 and 973-890-7980 (fax).

Sincerely,
2Amide Pharmaceutcial, Inc.

~. - <R FOF A
o s

.
Jasmine Shah, MS, R.Ph.
Director Regulatory Affair

Lt

Now

Enc.

HicH QUALITY PHARMACEUTICALS



lde 101 East Main Street
y Little Falls, New Jersey 07424

) PHARMACEUTICAL, | Telephone (973) 890-1440

October 21, 2002 Fax (973) 890-7980

Gary Buehler
Director
Office of Generic Drugs
CDER, FDA
Metropark North II
7500 Standish Place, Room 150
Rockville, MD 20855
LABELING AMENDMENT

RE: ANDA -76-241 . ORIG AMENDMENT
Mirtazapine Tablets, 15 mg, 30 mg and 45 mg ﬁ&éé{\

Dear Mr. Buehler:

In reference to the labeling deficiency letter dated September 30,
2002 from Ms. Michelle Dillahunt, enclosed please find the
responses as follows:

Labeling Deficiencies:
1. UNIT DOSE BLISTER

a. We encourage the inclusion of a NDC number on your unit
dose blister labels.

Response: The NDC number is included as recommended on the unit
' dose blister labels.

b. Please increase the font size of your established name and
strength.

Response: The font size of the established name and strength was
increased on the unit dose blister labels as
recommended.

Enclosed, please find the revised unit dose blister labels with the
recommended revisions. (Attachment 1)

2. INSERT
a. GENERAL COMMENTS
Upon further review, we ask that you make the additional
following revisions:

The insert labeling is revised as recommended. Enclosed, please
find the .insert comparisons between the previously submitted and
revised insert with differences annotated (Attachment 2) ﬁ%ﬁﬁiﬁﬁﬁ)
follow1ng changes:

0CT 2'2 2002 -

HiGH QUALITY PHARMACEUTICALS OGD/CDER
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Octokber 21, 2002

Mr. Gary Buehler

Labeling Response to letter dated 09/30/02

ANDA 76-241, Mirtazapine Tablets 15 mg, 30 mg and 45 mg

b. DESCRIPTION

i. Revise the first sentence to read: "Mirtazapine Tablets
are an orally administered drug".

Response: Revised the first sentence to read: "Mirtazapine Tablets
are an orally administered drug". '

ii. Revise the second and third sentence to read:
"Mirtazapine has a tetracyclic chemical structure and
belongs to the piperazino-azepine group of compounds."

Response: Revised the second and third sentence to read:
"Mirtazapine has a tetracyclic chemical structure and
belongs to the piperazino-azepine group of compounds."

c. CLINICAL PHARMACOLOGY

i. Pharmacodynamics first sentence; replace
"o, with "drugs effective in the treatment
of major depressive disorder,"

Response: Revised Pharmacodynamics first sentence; and replaced
~ -~ with "drugs effective in the treatment
of major depressive disorder,"

ii. Clinical Trials Showing Effectlveness third sentence,
replace e N wesmeeees - With "Depression"
(Hamilton Depre381on Ratlng Scale and Montgomery and
Asberg Depression Rating Scale)

Response: Revised Clinical Trials Show1ng Effectiveness-third
sentence, and replaced ' mow =M with
"Depression" (Hamilton Depre551on Rating Scale and
Montgomery and Asberg Depression Rating Scale)

d. INDICATIONS AND USAGE

i. Third paragraph, first sentence; delete

Response: Revised the thlrd paragraph first sentence; and deleted

4 N S I ey

ii. Third paragraph-second sentence} replace " smeemsneass with
"re-evaluate".

~
= )
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October 21, 2002

Mr. Gary Buehler

Labeling Response to letter dated 09/30/02

ANDA 76-241, Mirtazapine Tablets 15 mg, 30 mg and 45 mg

Response: Revised the third paragraph-second sentence; and replaced
' ————— with "re-evaluate".

e. WARNINGS

MAO Inhibitors-revise the first sentence to read;

In patients receiving other drugs for major depressive
disorder in combination with a moncamine oxidase inhibitor
(MAOI) and in patients who have recently discontinued a
drug for major depressive disorder and then are started on
an MAOI, there.....

Response: Revised WARNINGS, MAO Inhibitors-revised the first
sentence to read as above.

f. PRECAUTIONS

i. Suicide-second sentence; replace ' o with
“drugs effective in the treatment of major depressive
disorder, ... "

Response: Revised the insert PRECAUTIONS Suicide-second sentence;
and replaced " - ' with “drugs effective in
the treatment of major depressive disorder, ... “

ii. Use in Patients with Concomittant Illness-second
paragraph; delete the second sentence, B

B A tan B

Response: Revised the Use in Patients with Concomittant Illness-
second paragraph; and deleted the second sentence,

L eyt e S . ot s i b T DN 2 NN T R e 4
- kS

g. ADVERSE REACTIONS

Nervous System-replace " s WLLH
"depression". '

Response: Revised ADVERSE REACTIONS Nervous System-and replaced

o K TR TR R S ot 008 et o, FOS R R P L T T R T s e o Wl t h " dep ress l on n

h. OVERDOSAGE
- Overdosage Management, first paragraph; replace
Vs with "drug effective in the treatment of
major depressive disorder™.

003
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October 21, 2002

Mr. Gary Buehlerxr

- Labeling Response to letter dated 09/30/02

ANDA 76-241, Mirtazapine Tablets 15 mg, 30 mg and 45 mg

Response: Revised OVERDOSAGE; sub-paragraph Overdosage Management;

first paragraph; and zreplaced ST with
"drug effective in the treatment of major depressive
disorder". ‘

i. DOSAGE AND ADMINISTRATION

Initial Treatment

Revise the second and third sentence of the first paragraph to
read, "In the controlled clinical trials, establishing the
efficacy of mirtazapine in the treatment of major depressive
disorder, the effective dose range was generally 15-45 mg/day.
While the relationship between dose and satisfactory response
in the treatment of major depressive disorder for mirtazapine
has not been adequately explored, patients not responding to
the initial 15 mg dose may benefit from dose increases up to a
maximum of 45 mg/day” .

Response: Revised DOSAGE AND ADMINISTRATION Initial Treatment: the
second and third sentence of the first paragraph to read
as above.

Enclosed please find twelve (12) copies of final mock-up proofs of
the insert.

Please direct any written communications regarding this ANDA to me
at the above address. If you need to call or fax me, my phone
number is 973-890-1440 and 973-890-7980 (fax).

Thank you for your attention to this matter.

Sincerely Yours
AMIDE PHARMACEUTICAL, INC.

/

Jasmine Shah, M.S., R.Ph.
Director Regulatory Affairs

Enc.

004



101 East Main Street
Litle Falls, New Jersey 07424

' PHARMACEUTICAL INC.

Telephone (973) 890-1440
Fax (973) 890-7980

August 26, 2002

Mr. Gary Buehler »
Director ORIG AMENDMENT
Office of Generic Drugs
CDER, FDA (& \Q«(
Metropark North II
7500 Standish Place, Room 150
Rockville, MD 20855

LABELING AMENDMENT
RE: ANDA -76-241

Mirtazapine Tablets, 15 mg, 30 mg and 45 mg

Dear Mr. Buehler:

In reference to the labeling deficiency letter dated July 5, 2002
from Mr. Adolph Vezza, enclosed please find the responses as
follows:

.Labeling Deficiencies:

UNIT DOSE BLISTER \
We note that you have not submitted unit dose blister labels with
the revision “Tablet” (rather than Vi as previously
directed. Please submit. '

Response: Enclosed (Attachment 1), please find the revised unit

dose blister labels with the revision “Tablet” (rather -
than “"“>"reeoo—o—

INSERT
a. GENERAL COMMENTS

i. Due to changes in the labeling of the reference listed drug,
Remeron®, approved April 9, 2002, please make the revisions as
seen below.

Response: Enclosed (Attachment 2), please find the ~insert
comparisons between the previously submitted and revised insert
with differences annotated with the following changes:

ii. Replace the word ' wssmmse=ss with the words "major depressive
disorder™ throughout the insert except where indicated below.

Response: Replaced the word " ——===_ with the words "major

depressive disorder" throughout the insert except;q@GEfVEB
indicated below.

AUG 2 82002
HicH QUALITY PHARMACEUTICALS OGD /CDER
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August 26, 2002

Mr. Gary Buehler

Labeling Response to letter dated 07/05/02

ANDA 76-241, Mirtazapine Tablets 15 mg, 30 mg and 45 mg

b. INDICATIONS AND USAGE

i. Third paragraph - The sentence beginning "The antidepressant
." begins a new paragraph.

Response: Revisged the third paragraph: The sentence beginning "The

antidepressant ..." begins as a new paragraph.
ii. Delete the sentence " ——————————"TTT , . ——
e
Response: Revised the insert and deleted the sentence T —

iii. Let the last sentence to be a part of the paragraph beginning
“The antidepressant ...” and revise it to read "... adequately
studied. The physician who... individual patient.”

Response: Reviged the insert, the last sentence to be a part of the

paragraph beginning “The antidepressant ...” and
revised it to read "... adequately studied. The physician
who... individual patient.”

c. ADVERSE REACTIONS

i. ECG Changes - Delete the text of this subsection and replace
with the following text:

The electrocardiograms for 338 patients who received
mirtazapine and 261 patients who received placebo in 6-
week, placebo-controlled trials were analyzed.
Prolongation in QTc 500 msec was not observed among
mirtazapine-treated patients: mean change in QTc was
+1.6 msec for mirtazapine and -3.1 msec for placebo.
Mirtazapine was associated with a mean increase in heart
rate of 3.4 bpm, compared to 0.8 bpm for placebo. The
clinical significance of these changes is unknown.

Response: Revised the text of this subsection and replaced with the
above text.

ii. Add the following text as the last subsection of this section:
Other Adverse Events Observed During Postmarketing
Evaluation of Mirtazapine. -

'Adverse events reported since market introduction, which
were temporarily (but not necessarily causally) related

002
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August 26, 2002

Mr. Gary Buehler

Labeling Response to letter dated 07/05/02

ANDA 76-241, Mirtazapine Tablets 15 mg, 30 mg and 45 mg

to mirtazapine therapy, include four cases of the
ventricular arrhythmia torsades de pointes. In three of
the four cases, however, concomitant drugs were
implicated. All patients recovered.

Response: Revised the subsection and added the above text as the
last subsection of this section.

d. DOSAGE AND ADMINISTRATION
Maintenance/Extended Treatment-Delete the text of this subsection
and replace with the following text:

It is generally agreed that acute episodes of depression
require several months or longer of sustained
pharmacological therapy beyond response to the acute
episode. It is wunknown whether or not the dose of
mirtazapine needed for maintenance treatment is identical
to the dose needed ‘to achieve an initial response.
Patients should be periodically reassessed to determine
the need for maintenance treatment and the appropriate
dose for such treatment.

Response: Revised the insert and replaced the above text as the
revised subsection.

Enclosed please find revised twelve (12) copies of final printed
inserts.

Please direct any written communications regarding this ANDA to me
at the above address. If you need to call or fax me, my phone
number is 973-890-1440 and 973-890-7980 (fax).
Thank you for your attention to this matter.
Sincerely Yours
AMIDE PHARMACEUTICAL, INC.

fkjasmine Shah, M.S., R.Ph.

Director Regulatory Affairs

Enc.

. 003
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] i 'y 2 101 East Main Street
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CEUTICAL, INC. Telephone (973) 890-1440

Fax (973) 890-7980

August 20, 2002

Gary Buehler \{\g (AC’
Director

Office of Generic Drugs

CDER, FDA QRIG AMENDIENT
Metropark North II

7500 Standish Place, Room 150

Rockville, MD 20855

ADDITIONAL INFORMATION AS PER
MR. RON BROWN

RE: ANDA - 76-241
Mirtazapine Tablets 15 mg, 30 mg and 45 mg

Dear Mr. Buehler:

Per my telephone conversation, with Mr. Ron Brown on August
19, 2002, enclosed find two copies for the following:

1. A copy of the revised specification and method for the drug
substance (Attachment I).

2. A copy of the revised specification and method for finish
product and stability test (Attachment 2).

Please direct any written communications regarding this ANDA
to me at the above address. If you need to call or fax me, my
phone numbers are 973-890-1440 and 973-890-7980 (fax).

Sincerely,
Amide Pharmaceutcial, Inc.

NS RECEIVED

Jasmimhe Shah, MS, R.Ph. AUG 2 1 2007
Director Regulatory Affairs

OQGD/CDER

Enc.

HIGH QUALITY PHARMACEUTICALS
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. 4 A 4 Litfle Falls, New Jersey 07424
PHARMACEUHCALlNC - Telephone (973) 890-1440

J +  Fax (973) 890-7980

June 6, 2002

Gary Buehler

Director

Office of Generic Drugs
CDER, FDA ’

Metropark North II "
7500 Standish Place, Room 150 A
Rockville, MD 20855

Minor Deficiency

RE: ANDA - 76-241
Mirtazapine Tablets 15 mg, 30 mg and 45 mg

Dear Mr. Buehler:

Per your Minor Amendment letter, of February 21, 2002,
enclosed find our response as follows:

1 : N et .

- o e e A AR i e
PR N

batch to batch Please submlt testlng protocol.

i i oo e et i = A e M £ e S RN AR T

RESPOMISE § | o o s S
revised. Enclosed find coples of the revised testing
protocol for the .c-—smmwesemser (Attachment 1).

Response: Enclosed in Attachment 2 is a copy of the component and

i e R SR T R B e 0 A eearbn

el B

e RS Barriomne- v

the percent”per weight. T JUNlEizmﬁ

: OGD/CDER
3. We request that drug substance assay results be reported on

the as is =

Response: The drug substance assay results are tested as
— . The results will be reported as
- -~ Attached in Attachment 3 is a copy of
the revised specification and method for the drug
substance.

HicH QUALITY PHARMACEUTICALS
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Gary Buehler
ANDA 76-241 Mirtazapine Tablets
Response to Minor Deficiency

4. We requested that known impurities be identified separately
by name rather than “any impurity”. In addition, submit
chemical names for all related compounds and identify
degradation products by chemical names too. Please revise
and resubmit drug substance, finish product and stability
specifications.

Response:

The known impurities are identified separately by name
rather than “any impurity”. Also, the chemical names
for all related compounds and identify degradation
products are identified by chemical names. Enclosed is
a copy of the revised specification and method for the
drug substance (Attachment 3) and the finish product
and stability test method (Attachment 4).

Also, the dissolution media has been revised as per the
recommendation from the division of biocequivalence.

The media has been changed from 0.01 N HCl to 0.1 N
HCl.

5. We request you that revise your stability data reporting
sheet to identify the finished product test date, not the
pull date. :

Response:

The stability report is revised to include the test
date for the finish product testing. Enclosed in
Attachment 5 is a copy of the updated room temperature
stability data.

APPEARS THIS way
ON ORIGINAL

3
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Gary Buehler

ANDA 76-241 Mirtazapine Tablets
Response to Minor Deficiency

Amide notes and acknowledges the following:

1. Since Mirtazapine drug substance and Mirtazapine Tablets are
not USP 24 compendial item, method validation will be
conducted by a FDA Field laboratory.

2. In the event FDA approves our ANDA prior to the testing of
the drug substance and finish product by the FDA laboratory,
Amide commits for respond to any deficiency.

LABELING DEFICIENCY

Response to labeling deficiency has been included in Attachment
6. Included in Attachment 6 is annotated comparison of the
proposed and final printed labeling. Also, enclosed are twelve
copies of the final printed labels and package inserts.

Please direct any written communications regarding this ANDA
to me at the above address. If you need to call or fax me, my
phone numbers are 973-890-1440 and 973-890-7980 (fax).

Sincerely,
Amide Pharmaceutcial, Inc.

(:

Jasm1ne~Sﬁ;h, MS, R.Ph.
Director Regulatory Affairs

Enc.



ANDA 76-241

Amide Pharmaceutical, Inc. T .
Attention: Jasmine Shah AR R S
101 East Main Street ' ‘
Little Falls, NJ 07424

I”IIIIIIIIIIIIIII'I‘I'IlIll”lI

Dear Sir:

We acknowledge the receipt of your abbreviated new drug
application submitted pursuant to Section 505(3j) of the
Federal Food, Drug and Cosmetic Act.

Reference is made to the telephone conversation dated November o,
2001 and your correspondence dated November 8, 2001.

NAME OF DRUG: Mirtazapine Tablets, 15 mg, 30 mg and 45 mg
DATE OF APPLICATION: September 20, 2001
DATE (RECEIVED) ACCEPTABLE FOR FILING: September 20, 2001

You have filed a Paragraph IV patent certification, in accordance
with 21 CFR 314.94(a) (12) (i) (A) (4) and Section
505(3) (2) (A) (vii) (IV) of the Act. Please be aware that you need
to comply with the notice requirements, as outlined below. In
order to facilitate review of this application, we suggest that
you follow the outlined procedures below:

CONTENTS OF THE NOTICE

You must cite section 505(3) (2) (B) (i1) of the Act in the notice
and should include, but not be limited to, the information as
described in 21 CFR 314.95(c).

SENDING THE NOTICE

In accordance with 21 CFR 314.95(a):

L4 Send notice by U.S. registered or certified mail with
return receipt requested to each of the following:

1) Each owner of the patent or the representative
designated by the owner to receive the notice;



2) The holder of the approved application under
section 505(b) of the Act for the listed drug
claimed by the patent and for which the applicant
is seeking approval.

3) An applicant may rely on another form of
documentation only if FDA has agreed to such
documentation in advance.

DOCUMENTATION OF NOTIFICATION/RECEIPT OF NOTICE

You must submit an amendment to this application with the
following:

L] In accordance with 21 CFR 314.95(b), provide a
statement certifying that the notice has been provided
to each person identified under 314.95(a) and that
notice met the content requirements under 314.95(c) .

L] In accordance with 21 CFR 314.95(e), provide
documentation of receipt of notice by providing a copy.
of the return receipt or a letter acknowledging receipt
by each person provided the notice.

L A designation on the exterior of the envelope and above
the body of the cover letter should clearly state
"PATENT AMENDMENT". This amendment should be submitted
to your application as soon as documentation of receipt
by the patent owner and patent holder is received.

DOCUMENTATION OF LITIGATION/SETTLEMENT OUTCOME

You are requested to submit an amendment to this application that
is plainly marked on the cover sheet “PATENT AMENDMENT” with the
following: —

® If litigation occurs within the 43-day period as
provided for in section 505(3) (4) (B) (iii) of the Act,
we ask that you provide a copy of the pertinent
notification.

® Although 21 CFR 314.95(f) states that the FDA will
presume the notice to be complete and sufficient, we
ask that if you are not sued within the 45-day period,
that you provide a letter immediately after the 45 day
period elapses, stating that no legal action was taken
by each person provided notice.



° You must submit a copy of a court order or judgement or
a settlement agreement between the parties, whichever
is applicable, or a licensing agreement between you and
the patent holder, or any other relevant information.
We ask that this information be submitted promptly to
the application.

If you have further questions you may contact Gregg Davis, Chief,
Regulatory Support Branch, at (301) 827-5862.

We will correspond with you further after we have had the
opportunity to review the application.

Please identify any communications concerning this application
with the ANDA number shown above.

Should you have questions concerning this application, contact:
Stanley Shepperson

~ Project Manager
(301) 827-5849

Sincerely yours, .
\\J

v r /
Wm Peter Rickman
Acting Director
Division of Labeling and Program Support
Office of Generic Drugs
Center for Drug Evaluation and Research
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“ PHARMACEUTICAL, INC., V”Lk/‘ Telephone (973) 890-1440

Fax (973) 890-7980

September 20, 2001«

Gary Buehler

Director

Office of Generic Drugs

CDER, FDA ’

Metropark North II

7500 Standish Place, Room 150
Rockville, MD 20855

PAPER AND ELECTRONIC

RE: ANDA - ORIGINAL APPLICATION
Mirtazapine Tablets 15 mg, 30 mg and 45 mg

Dear Mr. Buehler:

Enclosed please find Amide Pharmaceutical's original Drug
Application for Mirtazapine Tablets 15 mg, 30 mg and 45 mg
and a transmittal letter (and one copy) describing same.

Kindly, have the copy of the transmittal letter stamped
"filed" and return it to our courier who has been instructed to
wait.

Thank you for your attention to this matter.

Very truly yours,

HiGH QUALITY PHARMACEUTICALS
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S BLARMACEUTICAL, INC.

Telephone (973) 890-1440
Fax (973) 890-7980

September 20, 2001

Gary Buehler
Director
Office of Generic Drugs
CDER, FDA
Metropark North II
7500 Standish Place, Room 150
Rockville, MD 20855
PAPER AND ELECTRONIC

RE: ANDA - ORIGINAL APPLICATION
Mirtazapine Tablets 15 mg, 30 mg and 45 mg

Dear Mr. Buehler:

Pursuant to section 505 (j) of the Food, Drug and Cosmetic Act
and amendments thereto, Amide Pharmaceutical, Inc. ("AMIDE")
submits today an original abbreviated new drug appllcatlon
("ANDA") seeking approval 0 MATKEL s fotmio i

s i e e MIrtazapine Tablets are generic for the
listed drug Remeron Tablet, manufactured for Organon Inc., West
Orange, NJ 07052 USA, by N.V.Organon, 0SS, The Netherlands
pursuant to NDA #20-415.

Included in the file are:

1. All information required by Form 356h including:
a) Signed Form 356h
) Archival Copy (blue folder) - 10 Volumes
c) Review Copy - CMC (red folder) - 2 Volume
) Review Copy — Biocequivalency (Orange folder)- 8 Volumes

(4 volumes each for fasting and fed studies)

e) Three copies of Analytical Method and Validation Report
f) Four draft copies of product container labels and
package inserts -
" 'Ir;\-\ . l l
2. A copy of CMC Section of the ANDA; the thlr Hcopy is belng

sertt to the FDA's Newark District Offlce, Attn Regina Brown
as required under FDA guidelines. 3

HIGH QUALITY PHARMACEUTICALS
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July 9, 2001

Mr. Gary Buehler

Food and Drug Administration
ANDA - ORIGINAL APPLICATION
Mirtazapine Tablets

For more detailed information on the organization of the
ANDA, please refer to Intro-page iv of the ANDA, "EXECUTIVE
SUMMARY- Organization of the ANDA".

An electronic application will also be submitted with the
paper application for this product. The electronic application
will be submitted within the next 30 days.

Please direct any written communications regarding this ANDA
to me at the above address. If you need to call or fax me, my
phone numbers are 973-890-1440 and 973-890-7980 (fax).

Sincerely, _ _
Amide Pharmaceutcial, Inc.

Jasmine Sﬁah, MS, R.Ph.
Director Regulatory Affairs

Enc.



